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H PRELIMINARY AMENDMENT 

Q 

mm ' 

.Q Assistant Commissioner for Patents 
y Washington, D.C. 2 0231 

hi 

y sin 

1:1 Please amend this application as follows: 



hi 

Si IN THE SPECIFICATION : 

J.y 

5s=a? 
fl 

W. Page 1 before line 1, insert 

—This application is a 371 of PCT/EP00/05920 filed June 26, 
2000. — 

IN THE CLAIMS : 

Cancel claims 9 and 10. 



Claim 1 (amended) A compound selected from the group 
consisting of a compound of the formula 




in which G is 

- (CR'R 2 ) n -A- (CR'R 2 ),,- (CR ! R 3 ) .- (CR'R 2 ) q -R 4 

A is selected from the group consisting of a direct bond, 
-C(0)NR 5 -, -NR 5 C(0)-, -0(0)-, -NR 5 -, -0-, -S-, -S(0)-, 
~S(0) 2 -, (C 2 -C 4 ) -alkynediyl, (C 2 -C 4 ) -alkenediyl and (C 5 -C 14 ) -arylene 
where in the arylene residue one, two, three, four or five ring 
carbon atoms can be replaced by a heteroatora selected from the 
group consisting of nitrogen, oxygen and sulfur, or a divalent 
residue of a 3-membered to 7-membered saturated or unsaturated ring 
which can contain one or two ring heteroatoms selected from the 
group consisting of nitrogen, sulfur and oxygen and which can be 
monosubstituted or disubstituted by a member selected from the 
group consisting of =0, =S and R 3 ; 

B are individually selected from the group consisting of (Cj-C 18 )- 



alkyl, (C 3 -C 14 )-cycloalkyl / (C 3 -C 14 ) -cycloalkyl- (C,-C 8 ) -alkyl-, 
(C 5 -C I4 ) -aryl, (C 5 -c 14 ) -aryl- (C,-C 8 ) -alkyl-, (C 5 -C 14 ) -heteroaryl, 
(C 5 -C 14 ) -heteroaryl- (c,-C 8 ) -alkyl- , fluorine , chlorine , bromine , 
hydroxy, cyano, trif luoromethyl, nitro, hydroxycarbonyl-, (C r C 6 )- 
alkoxy, (C 1 -C 6 )-alkoxy-(C 1 -C 6 ) -alkyl-, (C,-C 6 ) -alkoxycarbonyl-, (C,- 
C 6 ) -alkylcarbonyl-, (c 5 -c 14 ) -arylcarbonyl-, ( Cl -C 6 ) -alkylamino- 
carbonyl-, ( Cl -C 6 ) -alkoxy- (C,-C 6 ) -alkoxy-, (C 5 -c 14 ) -aryl- ( Cl -C g ) - 
alkylcarbonyl-, ( Cl -C 6 ) -alkanoylamino-, (C,-C 6 ) -alkylsulf onylamino-, 
f* (C 5 -C 14 ) -arylsulf onylamino-, (C,-C 6 ) -alkylamino-, di-ffC-CJ- 

gsj v v 1 6/ 

alkyl) amino-, (c,-c 6 ) -alkylsulfonyl-, aminosulf onyl-, (C 5 -C 14 ) - 
arylsulf onyl-, (C 5 -C 14 ) -aryl- (C r C 8 ) -alkylsulf onyl-, (C 5 -C 14 ) -aryl and 
( C 5~C 14 ) -heteroaryl; 



hi 



Ft 

n 1 



X is selected from the group consisting of hydrogen, NR 6 R 6 *, 
fluorine, chlorine, bromine, -OR 6 , -SR 6 , hydroxy- (C,-C 6 ) -alkyl-NH-, 
(hydroxy- (C-CJ -alkyl) 2 N-, amino- (c r c 6 ) -alkyl-NH-, (amino- (q-C,) - 
alkyl) 2 N-, hydroxy- (C,-C 6 ) -alkyl-O-, hydroxy- (q-C 6 ) -alkyl-S- and -NH- 
C(0)-R 6 ); 

Y is selected from the group consisting of R 6 , fluorine, chlorine, 
bromine, cyano, -NR 6 R 6 '- , -OR 6 , -SR 6 and hydroxy- (C t -C 6 ) -alkyl-NH- ; 

Z is N or -CH; 

\ 

R 1 and R 2 are individually selected from the group consisting of 

hydrogen, fluorine, chlorine, cyano, nitro, (C r C 10 ) -alkyl, (C 3 -C 14 )- 



3 



cycloalkyl, (C 3 -C 14 ) -cycloalkyl- (q-q) -alkyl-, (C 5 -C M ) -aryl, (C 5 -C 14 )- 
aryl- (q-q) -alkyl-, (C 5 -C, 4 ) -heteroaryl , (C 5 -C, 4 ) -heteroaryl- (q-q) - 
alkyl-, R 6 -0-R 7 , R 6 -S(0) p -R 7 , R 6 S(0) 2 NHR 7 , R 6 OC(0)NHR 7 and R 6 R 6 N-R 7 ; 

R 3 is selected from the group consisting of hydrogen, fluorine, 
chlorine, cyano, nitro, (C r C 18 ) -alkyl, (C 3 -C 14 ) -cycloalkyl, (q-q 4 )- 
cycloalkyl-(q-q) -alkyl-, (C 5 -c 14 ) -aryl, (C 5 -C 14 ) -aryl- (q-q) -alkyl-, 
( C 5-C 14 ) -heteroaryl, (C 5 -C 14 ) -heteroaryl- (q-q) -alkyl-, R 6 -o-R 7 , 
R 6 R 6 'N-R 7 , R 6 C(0)-0-R 7 , R 6 C(0)R 7 , R 6 OC(0)R 7 ), (R 6 N (R 6 ) C (O) OR 7 , 
R 6 S(0) p N(R 5 )R 7 , R 6 OC(0)N(R 5 )R 7 , R 6 C (0) N (R 5 ) R 7 , R 6 N(R 6 ') C(0) N(R 5 ) R 7 , 
R 6 N(R 6 ')S(0) p N(R 5 )R 7 , R 6 S(0) p R 7 , R 6 SC (0) N (R 5 ) R 7 , R 6 N (R 6 ) C (0) R 7 and 
R S N (R 6 ) S (O) p R 7 , where alkyl can be mono-unsaturated or poly- 
unsaturated and where alkyl, cycloalkyl, aryl, and heteroaryl can 
be monosubstituted or polysubstituted by a member selected from the 
group consisting of R 6 , fluorine, chlorine, bromine, cyano, 
trifluoromethyl, R 6 R 6 'NR 7 , nitro, R 6 OC(0)R 7 , R 6 C(0)R 7 , R 6 N(R 6 ') C(0) R 7 , 
R 6 N(R 6 ')S(0) p R 7 and R 6 -0-R 7 , and where all R 3 s are independent of one 
another and can be identical or different; 

R 4 is selected from the group consisting of -C(0)R 8 , -C(S)R 8 , 
-S(0) p R 8 , -S(0) p R 8 , -P(0)R 8 R 8 ' and a 4-membered to 8-membered saturated 
or unsaturated heterocycle which contains 1, 2, 3 or 4 heteroatoms 
selected from the group consisting of nitrogen, oxygen and sulfur; 

R 5 is selected from the group consisting of hydrogen, (q-Cjo) -alkyl , 
(C 3 -C 14 ) -cycloalkyl- (q-Cg) -alkyl-, (C 5 -q 4 -aryl and (C 5 -q 4 ) aryl- (q-C 8 ) - 



alkyl-; 



R 6 and R 6 ' are individually selected from the group consisting of 
hydrogen, (C r C n ) -alkyl, (C 3 -C 14 ) -cycloalkyl, (C 3 -C 14 ) -cycloalkyl- (C r 
C 8 ) -alkyl-, (C 5 -C 14 ) -aryl, (C 5 -C 14 ) -aryl- (C.-Cg) -alkyl-, (C 5 -C 14 ) - 
heteroaryl and (C 5 -C I4 ) -heteroaryl- (C,-Cg) -alkyl- where aryl, 
heteroaryl, cycloalkyl and alkyl can be substituted one, two or 
three times by individual substituents selected from the group 
consisting of fluorine, chlorine, bromine, cyano, trif luoromethyl, 
nitro, hydroxycarbonyl-, (C,-C 6 ) -alkyl , (C,-C 6 ) -alkoxy, (Cj-q)- 
alkoxy- (C,-C 6 ) -alkyl-, (C r C 6 ) -alkoxycarbonyl-, (C,-C 6 )- 
alkylcarbonyl-, (C,-C 6 ) -alkylaminocarbonyl-, (q-Cg) -alkoxy- (q-q) - 
alkoxy-, (C 5 -C 14 ) -arylcarbonyl-, (C 5 -C 14 ) -aryl- (q-Cg) -alkylcarbonyl-, 
( c i"C 6 ) -alkanoy lamino- , (C 5 -C 14 ) -arylsulf onylamino- , (C,-C 6 ) - 
alkylsulfonylamino-, (C,-C 6 ) -alkylamino-, di-( (C,-C 6 ) -alkyl) amino-, 
(Cj-qj-alkylsulfonyl-, (q-C 6 ) -alkylaminosulf onyl-, (C 5 -C 14 )- 
arylaminosulfonyl-, (C 5 -C 14 ) -aryl-(q-Cg) -alkylaminosulf onyl, (C 5 -C 14 ) - 
arylsulf onyl-, (C 5 -c 14 ) -aryl- <q-Cg) -alkylsulf onyl, (C 5 -c 14 ) -aryl and 
(C 5 -Ci 4 -heteroaryl ; 

R 7 is (q-C 4 ) -alkanediyl or a direct bond, where all R 7 are 
independent of one another and can be identical or different; 

R 8 and R 8 ' are individually selected from the group consisting of 
hydroxy, (q-C 8 ) -alkoxy, (C 5 -C 14 ) -aryl- (q-q) -alkoxy- , (C 5 -C 14 ) - 
aryloxy, (q-q) -alkylcarbonyloxy- (q-q) -alkoxy-, (C 5 -C 14 ) -aryl-(C,- 



C 8 )-alkylcarbonyloxy-(C,-C 8 )-alkoxy-, NR 6 R 6 ', (di- ( (Cj-Cg) - 
alkyl) amino) carbonylmethyloxy- , (di-( (C 5 -Ci 4 ) -aryl- (Cj-Cg) - 
alkyl) amino) carbonylmethyloxy-, (C 5 -C 14 ) -arylamino-, an amino acid, 
N-( (C t -C 4 ) -alkyl) piperidin-4-yloxy-, 2-methylsulf onylethoxy-, 1,3- 
thiazol-2-y lmethyloxy-, 3 -pyridy lmethyloxy-, 2-(di-( (C,-C 4 ) - 
alkyl) amino) -ethoxy and Q-(CH 3 ) 3 N + -CH 2 -CH 2 -0- in which Q* is c 
physiologically tolerable anion; 

n is zero, one, two, three, four or five; 

m is zero, one, two, three, four or five; 

i is zero or one; 

g is zero, one or two; 

r is zero, one or two; 

s is zero, one, two or three; 

t is zero, one, two, three, four, five, six, seven or eight; 

p is zero, one or two, where all numbers p are independent of one 

another and can be identical or different; 

in all their stereoisomeric forms and mixtures thereof in all 
ratios, and their non-toxic, physiologically tolerable salts; 

where, instead of the purine structure shown in formula I, also a 
3-deazapurine structure, a 7-deazapurine structure or a 7-deaza-8- 
azapurine structure can be present. 

Claim 2 (amended) A compound of claim 1, wherein G is 



- (CR>R 2 ) n -A- (CR'R 2 ) n - (CR ! -R 3 ) r (CR'R 3 ) - (CR'R 2 ) q -R 4 



A is selected from the group consisting of a direct bond, 
-C(0)NR 5 -, -NR 5 C(0)-, -C(0)-, -NR 5 - , -0-, -S-, -S(0)-, -S(0) 2 -, (C 2 - 
C 4 ) -alkynediyl, (C 2 -C 4 ) -alkenediyl, (C 5 -C 14 ) -arylene where in the 
arylene residue one, two, three, four or five ring carbon atoms can 
be replaced by a heteroatom selected from the group consisting of 
nitrogen, oxygen and sulfur, and a divalent residue of a 3-membered 
to 7-membered saturated or unsaturated ring which can contain one 
or two ring heteroatoms selected from the group consisting of 
nitrogen, sulfur and oxygen and which can be monosubstituted or 
disubstituted by a member selected from the group consisting of =0, 
=S and R 3 ; 

B is selected from the group consisting of (Cj-C 12 ) -alkyl , (C 3 -C 14 )- 
cycloalkyl, (C 3 -C 14 ) -cycloalkyl- (C,-C 8 ) -alkyl-, (C 5 -C 14 ) -aryl, (C 5 -C 14 )- 
aryl- (Cj-Cg) -alkyl-, (C 5 -C ]4 ) -heteroaryl , (C 5 -C 14 ) heteroaryl- (Cj-Cg) - 
alkyl-, fluorine, chlorine, bromine, hydroxy, cyano, trifluoro- 
methyl, nitro, hydroxycarbonyl-, (C,-C 6 ) -alkoxy, (C,-C 6 ) -alkoxy- (q- 
C 6 ) -alkyl-, (Cj-Cg) -alkylcarbonyl-, (C 5 -C 14 ) -arylcarbonyl-, (C 5 -Ci 4 )~ 
aryl-^-Cg) -alkylcarbonyl- (C x -C 6 ) -alkylaminocarbonyl-, (Cj-C 6 ) - 
alkanoylamino-, (C,-C 6 ) -alkylsulf onylamino-, (C s -C 14 ) -aryl- 

sulfonylamino-, (C t -C l4 ) -alkylamino-, di- ( (C,-C 6 ) -alkyl) amino-, (Cj- 
C 6 ) -alkylsulf onyl-, (C 5 -C ]4 ) -arylsulfonyl-, (C 5 -C 14 ) -aryl- (C,-C 8 ) - 
alkylsulf onyl-, (C 5 -C, 4 ) -aryl and (C 5 -C 14 ) -heteroaryl, where all Bs 
are independent of one another and can be identical or different; 



X is selected from the group consisting of hydrogen, NH 2 , -NH-C(O)- 
R 6 and OH; 

Y is hydrogen; 

Z is N; 

R 1 and R 2 are independently selected from the group consisting of 
hydrogen, fluorine, chlorine, cyano, nitro, (C,-C 10 ) -alkyl, (C 3 -C 14 )- 
cycloalkyl, (C 3 -C 14 ) -cycloalkyl- (Ci-C 8 ) -alkyl-, (C 5 -C 14 ) -aryl, (C 5 -Ci 4 )- 
aryl, (C 5 -C 14 ) -aryl- (C,-C 8 ) -alkyl-, (C 5 -C 14 ) -heteroaryl, (C 5 -C 14 )- 
heteroaryl-CCj-Cg) -alkyl-, R 6 -0-R 7 , R 6 S(0) 2 NHR 7 , R 6 OC(0)NHR 7 and 
R 6 R 6 'N-R 7 ; 

R 3 is selected from the group consisting of hydrogen, fluorine, 
chlorine, cyano, nitro, (C,-C 18 ) -alkyl, (C 3 -C, 4 ) -cycloalkyl, (C 3 -C 14 )- 
cycloalkyl- (Cj-Cg) -alkyl, (C 5 -C 14 ) -aryl, (C 5 -C 14 ) -aryl- (Cj-Cg) -alkyl-, 
(C 5 -C 14 ) -heteroaryl, (C 5 -C 14 ) -heteroaryl- (C,-C 8 ) -alkyl-, R 6 -0-R 7 , R 6 R 6 'N- 
R 7 , R 6 C(0)-0-R 7 , R 6 C(0)R 7 , R 6 , N ( R 6 ) C ( 0 ) OR 7 , R 6 , S (0) p N (R 5 ) R 7 , 
R 6 OC(0)N(R 5 )R 7 , R 6 C(0)N(R 5 )R 7 , R 6 N (R 6 ) C(0) N (R 5 ) R 7 , R 6 N (R 6 ) S (0) p N (R 5 ) R 7 , 
R 6 S(0) p R 7 , R 6 SC(0)N(R 5 )R 7 , R 6 N (R 6 ) C (O) R 7 and R 6 N (R 6 ) S (O) p R 7 , where alkyl 
can be mono-unsaturated or poly-unsaturated and where alkyl, 
cycloalkyl, aryl and heteroaryl can be monosubstituted or 
polysubstituted by a member selected from the group consisting of 
R 6 , fluorine, chlorine, bromine, cyano, trif luoromethyl, R 6 R 6 'NR 7 , 
nitro, R 6 OC(0)R 7 , R 6 C(0)R 7 , R 6 N(R 6 ')C(0)R 7 , R 6 N (R 6 ) S (0) p R 7 and R 6 -0-R 7 , 

8 



and where all R 3 are independent of one another and can be identical 
or different; 

R 4 is -C(0)R 8 or -P(0)R 8 R 8 '; 

R 5 is selected from the group consisting of hydrogen, (C,-C, 0 ) -alkyl , 
(C 3 -C 14 ) -cycloalkyl- (C,-C 8 ) -alkyl- and (C 5 -C 14 -aryl- (C^) -alkyl- , 
where all R 5 are independent of one another and can be identical or 
different; 

R 6 and R 6 ' are individually selected from the group consisting of 
hydrogen, (C,-C 12 ) -alkyl, (C 3 -C 14 ) -cycloalkyl, (C 3 -C 14 ) -cycloalkyl- (C,- 
C 8 ) -alkyl-, (C 5 -C 14 )-aryl, (C 5 -C 14 -aryl- (C,-C 8 ) -alkyl-, (C 5 -C 14 )- 
heteroaryl and (C 5 -Ci 4 ) -heteroaryl- (q-Cg) -alkyl- where aryl, 
heteroaryl, cycloalkyl and alkyl can be substituted one, two or 
three times by individual substituents selected from the group 
consisting of fluorine, chlorine, bromine, cyano, trif luoromethyl, 
nitro, hydroxycarbonyl-, (q-q) -alkyl, (C r C 6 ) -alkoxy-, (C r C 6 )- 
alkoxy- (C,-C 6 ) -alkoxy- (q-CJ -alkyl , (C 5 -C 14 ) -arylcarbonyl-, (C 5 -C 14 ) - 
aryl- (C,-c 6 ) -alky lcarbonyl-, (C,-C 6 ) -alkanoylamino-, (C 5 -Ci 4 )- 
arylsulfonylamino-, (C^-C 6 ) -alkylsulf onylamino-, (C,-C 6 ) -alkylamino-, 
di( (Cj-C 6 ) -alkyl) amino-, (C,-C 6 ) -alkylsulf onyl-, (C 5 -C, 4 ) -aryl and (C 5 - 
C 14 ) -heteroaryl, and where all Rg and R 6 , are independent of one 
another and can be identical or different; 

R 7 is (q-q) -alkanediyl or a direct bond, where all R 7 are 



independent of one another and can be identical or different; 



R 8 and R 8 ' are individually selected from the group consisting of 
(Cj-Cg) -alkoxy, (C 5 -C 14 ) -aryl- (Cj-C 8 ) -alkoxy-, (Cj-Cg) -alkylcarbonyloxy- 
(q-Cj -alkoxy- and NR 6 R 6 ' where all R 8 and R 8 ' are independent of one 
another and can be identical or different; 

n is zero, one, two, three, four or five; 

m is zero, one, two, three, four or five; 

i is zero or one; 

q is zero, one or two; 

r is zero, one or two; 

s is zero, one, two or three; 

t is zero, one, two, three, four, five, six, seven or eight; 

p is zero, one or two, where all numbers p are independent of one 

another and can be identical or different; 

in all their stereoisomeric forms and mixtures thereof in all 
ratios, and their non-toxic, physiologically tolerable salts and 
their prodrugs. 

Claim 3 (amended) A compound of claim 1 wherein G is 

- (CR ! R 2 ) n -A- (CR'R 2 ) ,„- (CR'-R 3 ) - (CR'R 2 ) q -R 4 

A is selected from the group consisting of a direct bond, -C(0)NR 5 -, 
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-NR 5 C(0)-, -C(0)-, -NR 5 - and (C 5 -C 14 ) -arylene where in the arylene, 
one or two ring carbon atoms can be replaced by a heteroatom 
selected from the group consisting of nitrogen, oxygen and sulfur; 

B is selected from the group consisting of (Cj-C 6 ) -alkyl, chlorine, 
hydroxy, cyano, trif luoromethyl, (C,-C 6 ) -alkoxy, (Cj-Cg)- 
alkylcarbonyl-, (Cj-CJ -alkanoylamino-, (C,-C 6 ) -alkylamino anddi( (Cj- 
C 6 ) -alkyl) amino-, where all Bs are independent of one another and 
can be identical or different; 

X is hydrogen; 

Y is hydrogen; 

Z is N; 

R 1 and R 2 are individually selected from the group consisting of 
hydrogen, (C,-C 4 ) -alkyl , R 6 S(0) 2 NHR 7 and R 6 OC(0)NHR 7 ; 

R 3 is selected from the group consisting of hydrogen, (Cj-C^) -alkyl, 
(C 3 -C 14 ) -cycloalkyl, (C 3 -C 14 ) -cycloalkyl- (C t -C 6 ) -alkyl-, (C 5 -C 14 ) -aryl, 
( C 5-C M ) -aryl-(C!-C 6 ) -alkyl-, (C 5 -C 14 ) -heteroaryl, (C 5 -C 14 ) -heteroaryl- 
(q-Cg) -alkyl-, R 6 R 6 'N-R 7 , R 6 S(0) 2 N(R 5 ) R 7 , R 6 OC (0) N (R 5 ) R 7 and 
R 6 C(0)N(R 5 )R 7 , where alkyl can be mono-unsaturated or poly- 
unsaturated and where alkyl, cycloalkyl, aryl, and heteroaryl can 
be monosubstituted or polysubstituted by a member selected from the 

11 



group consisting of R 6 , fluorine, chlorine, trif luoromethyl, R 6 C(0)R 7 
and R 6 -0-R 7 ; 

R 4 is -C(0)R 8 ; 

R 5 is hydrogen or (C,-C 4 ) -alkyl, where all R 5 s are independent of one 
another and can be identical or different; 

R 6 and R 6 ' are individually hydrogen, (Cj-C 12 ) -alkyl , (C 3 -C 14 )- 
cycloalkyl, (C 3 -C 14 ) -cycloalkyl- (Cj-C g ) -alkyl-, (C 5 -C 14 ) -aryl, (C 5 -Ci 4 )- 
aryl- (Cj-Cg) -alkyl-, (C 5 -C 14 ) -heteroaryl and (C 5 -C 14 ) -heteroaryl- (C x - 
C g ) -alkyl- where aryl, heteroaryl, cycloalkyl and alkyl can be 
substituted one, two or three times by members selected from the 
group consisting of fluorine, chlorine, bromine, cyano, 
trif luoromethyl, (C,-C 6 ) -alkyl, (,-C 6 ) -alkoxy-, (Cj-C 6 ) -alkylamino-, 
di- ( (C!-C 6 ) -alkyl) amino-, (C 5 -C 14 ) -aryl and (C 5 -C 14 ) -heteroaryl, and 
where all R 6 s and R 6 's are independent of one another and can be 
identical or different; 

R 7 is (Ci-C 2 ) -alkanediyl or a direct bond, where all R 7 s are 
independent of one another and can be identical or different; 

R 8 is hydroxy or (Cj-C 6 ) -alkoxy ; 



n is zero, one, two, three, four or five; 
m is zero or one; 
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i is zero or one; 

q is zero or one; 

r is zero or one; 

s is zero, one or two; 

t is zero, one, two, three or four; 

in all their stereoisomeric forms and mixtures thereof in all 
ratios, and their non-toxic physiologically tolerable salts. 

Claim 4 (amended) A compound of claim 1 wherein G is 

- (C^R 2 ) n -A- (CR ! R 2 ) n - (CR'R 3 ) r (CR'R 2 ) q -R 4 

A is a direct bond; 

B is (Cj-Cg) -alkyl or hydroxy, where all Bs are independent of one 
another and can be identical or different; 

X is hydrogen; 

Y is hydrogen; 

Z is N; 

R 1 and R 2 are individually selected from the group consisting of 
hydrogen, (Cj-C^) -alkyl , R 6 S(0) 2 NHR 7 and R 6 OC(0)NHR 7 , 
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R 3 is selected from the group from the group consisting of hydrogen, 
(Cj-C^) -alkyl, (C 3 -C 14 ) -cycloalkyl, (C 3 -C 14 ) -cycloalkyl- (Cj-Cg) -alkyl-, 
(C 5 -C 14 )-aryl, (C 5 -C 14 ) -aryl- (C,-C 6 ) -alkyl-, (C 5 -C 14 ) -heteroaryl, (C 5 - 
Cj 4 ) -heteroaryl-q-CJ -alkyl-, R 6 R 6 N-R 7 , R 6 S (0) 2 N(R 5 ) R 7 , R 6 OC (0) N (R 5 ) R 7 
and R 6 C(0)N(R 5 )R 7 , where alkyl can be mono-unsaturated or poly- 
unsaturated and where alkyl, cycloalkyl, aryl and heteroaryl can be 
monosubstituted or polysubstituted by at least one member selected 
from the group consisting of R 6 , fluorine, chlorine, 
jk* trifluoromethyl, R 6 C(0)R 7 and R 6 -0-R 7 ; 



R 6 and R 6 are individually hydrogen, (C,-C 12 ) -alkyl, (C 3 -C 14 )- 
cycloalkyl, (C 3 -C 14 ) -cycloalkyl- (Cj-Cg) -alkyl-, (C 5 -C] 4 ) -aryl, (C 5 -C 14 )- 
aryl- (Cj-Cg) -alkyl-, (C 5 -C 14 ) -heteroaryl or (C 5 -C 14 ) -heteroaryl- (Cj-C 8 ) - 
alkyl- where aryl, heteroaryl, cycloalkyl and alkyl can be 
substituted one, two or three times by at least one substituent 
selected from the group consisting of fluorine, chlorine, bromine, 
cyano, trifluoromethyl, (C,-C 6 ) -alkyl, (Cj-C 6 ) -alkoxy, (C,-C 6 )- 
alkylamino, di ( (C,-C 6 ) -alkyl) amino- , (C 5 -C 14 ) -aryl and (C 5 -C 14 )- 
heteroaryl, and where all R 6 s and R 6 's are independent of one another 
and can be identical or different; 




R 4 is -C(0)R 8 ; 



is hydrogen or (C,-C 4 ) -alkyl; 



R 7 is a direct bond; 
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R 8 is hydroxy or (Cj-CJ -alkoxy; 

n is zero, one or two; 

m is zero or one; 

i is zero or one; 

q is zero or one; 

r is zero or one; 

s is zero, one or two; 

U t is zero; 

P 

g in all their stereoisomeric forms and mixtures thereof in all 

|i ratios, and their non-toxic, physiologically tolerable salts. 



Claim 5 (amended) A compound of claim 1 wherein G is 



0 

M 
S 

w 



- ( CR'R 2 ) n -A- ( CR ! R 2 ) m - ( CR ] R 3 ) r ( CR 



l R 2 )q _ R 4 



A 



is a direct bond; 



X 



is hydrogen; 



Y 



is hydrogen; 



Z 



is N; 



R 1 and R 2 are hydrogen or (C^Cj) -alkyl , where all R ! s and R 2 s are 



independent of one another and can be identical or different; 
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R 3 is selected from the group consisting of R 6 R 6 N-R 7 , R 6 S (0) 2 N (R 5 ) R 7 
and R 6 C(0)N(R 5 )R 7 ; 



R 4 is -C(0)R 8 ; 

R 5 is hydrogen or (C^-C^) -alkyl; 

R 6 and R 6 ' are individually selected from the group consisting of 
hydrogen, (C,-C )2 ) -alkyl , (C 3 -C 14 ) -cycloalkyl , (C 3 -C 14 ) -cycloalkyl- (C^- 
C g ) -alkyl-, (C 5 -C 14 )-aryl, (C 5 -C 14 ) -aryl- (C,-C 8 ) -alkyl, (C 5 -C 14 ) -aryl, 
(C 5 -C 14 ) -aryl-tCi-Cg) -alkyl-, (C 5 -C 14 ) -heteroaryl and (C 5 -C 14 )- 
heteroaryl-CC^Cg) -alkyl- where aryl, heteroaryl, cycloalkyl and 
alkyl can be substituted one, two or three times by at least one 
substituent selected from the group consisting of fluorine, 
chlorine, bromine, cyano, trif luoromethyl , (C,-C 6 ) -alkyl, (Ci-C 6 )- 
alkoxy, (Cj-C^ -alkylamino-, di- ( (C-C 6 ) -alkyl) amino-, (C 5 -C 14 ) -aryl 
and (C 5 -C 14 ) -heteroaryl, and where the R 6 s and R 6 's are independent of 
one another and can be identical or different; 

R 7 is a direct bond; 

R 8 is hydroxy or (C,-C 4 ) -alkoxy ; 

n is zero, one or two; 
m is zero or one; 
i is zero or one; 
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q is zero or one; 
r is zero; 
s is zero; 
t is zero; 

in all their stereoisomeric forms and mixtures thereof in 
ratios, and their non-toxic, physiologically tolerable salts. 

Claim 6 (amended) A compound of claim 1 wherein G is 

- (CR^R 2 ) „-A- (CR'R 2 ) m - (CR^R 3 ) r (CR'R 2 ) q -R 4 
A is a direct bond; 
X is hydrogen; 
Y is hydrogen; 
Z is N; 

Rj and R 2 are hydrogen; 

R 3 is R 5 S(0) 2 N(R 5 )R 7 or R 6 OC(0)N(R 5 )R 7 ; 

R 4 is -C(0)R 8 ; 
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R 5 is hydrogen; 



R 6 is selected from the group consisting of (C x ~C n ) -alkyl, (C 3 -C 14 )- 
cycloalkyl, (C 3 -C, 4 ) -cycloalkyl- (q-Cg) -alkyl-, (C 5 -C 14 ) -aryl, (C 5 -C 14 )- 
aryl- (C^-Cg) -alkyl-, (C 5 -C l4 ) -heteroaryl and (C 5 -C 14 ) -heteroaryl- (C^- 
C g ) -alkyl- where aryl, heteroaryl, cycloalkyl and alkyl can be 
substituted one, two or three times by at least one substituent 
selected from the group consisting of fluorine, chlorine, bromine, 
cyano, trif luoromethyl, (Cj-C 6 ) -alkyl, (Ci-C 6 ) -alkoxy , (Cj-Cg) - 
alkylamino, di- ( (C,-C 5 ) -alkyl) amino-, (C 5 -C 14 ) -aryl and (C 5 -C 14 )- 
heteroaryl ; 

R 7 is a direct bond; 

R 8 is hydroxy or (Cj-CJ -alkoxy; 

i 

n is one; 
m is zero; 
i is one; 
q is zero; 
r is zero; 
s is zero; 
t is zero; 

in all their stereoisomeric forms and mixtures thereof in all 
ratios/ and their non-toxic, physiologically tolerable salts. 
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Claim 7 (amended) A process for the preparation of a compound 
of claim 1 comprising reacting a compound of the formula VI 




fy 

3SS.7 
P 

w. 



VI 



y with a compound of the of formula Vila or of formula Vllb 



(B), 




(B) r 



(B), 




*N N 
H 



V!!b 



wherein L 1 is a leaving group and B, G, X, Y, r, s and t are defined 
as in claim 1 but wherein functional groups can also be present in 
the form of precursor groups or in protected form. 

Claim 8 (amended) A pharmaceutical composition, comprising an 
amount of a compound of claim 1 sufficient to act as a vitronectin 
receptor antagonist and a pharmaceutically acceptable carrier. 
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Please add the following claim . 

— 11. A method of inhibiting vitronectin binding in warm-blooded 
animals comprising administering to warm-blooded animals in need 
thereof an amount of a compound of claim 1 sufficient to prevent 
vitronectin binding. — 



The amendment is filed to insert reference to the PCT 



REMARKS 



application, to remove multiple dependency from the claims and to 



conform the claims to the U.S. practice. 



Respectfully submitted, 
BIERMAN, MUSERLIAN AND LUCAS 




Charles A. 'Muserlian, #19,683 
Attorney for Applicant (s) 
Tel. # (212) 661-8000 



CAM: sd 
Enclosures : 



Marked-up Version of Specification and Claims 
Return Receipt Postcard 



wo 01/02398 l n / n "7 n -r « -« 

MARKED-UP VERSION OF SPECIFICATION * U/ UiU 301 

JC13Rec'dPCT/PTC 3 t DEC 200* 



Ourref.: 146.1377 



Naphthyridine derivatives, processes for their preparation, their use and 

pharmaceutical compositions comprising them 

-This application is a 371 of PCT/EP00/05920 filed June 26, 2000. 

The present invention relates to compounds of the formula 1, 



a 
o 
w 

p 




W 

W10 

Hi 

o 

IU 
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in which B, G, X, Y, Z, r, s and t have the meanings indicated below, their 
physiologically tolerable salts and their prodrugs. The compounds of the formula I are 
valuable pharmacologically active compounds. They are vitronectin receptor 
antagonists and inhibitors of cell adhesion and are suitable for the therapy and 
prophylaxis of illnesses which are based on the interaction between vitronectin 
receptors and their ligands in cell-cell or cell-matrix interaction processes or which 
can be prevented, alleviated or cured by influencing such interactions. For example, 
they can be applied for inhibiting bone resorption by osteoclasts and thus for treating 
and preventing osteoporosis, or for inhibiting undesired angiogenesis or proliferation 
of cells of the vascular smooth musculature. The invention furthermore relates to 
processes for the preparation of compounds of the formula I, their use, in particular 
as active ingredients in pharmaceuticals, and pharmaceutical compositions 
comprising them. 
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Human bones are subject to a constant dynamic renovation process comprising bone 
resorption and bone formation. These processes are controlled by types of cell 
specialized for these purposes. Bone resorption is based on the destruction of bone 
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Patent claims * j 

1 . A compound^ the formula jjf 



(B) s 




(B) r 



(B), 



*N N 
H 





Y 



in which 

G is a- i e sidua of the fo r m ate- 



10 -(CR 1 R 2 ) n -A-(CR 1 R 2 ) m -(CR 1 R 3 HCR 1 R 2 ) q -R 4 JV^ 

+?f"A&a direct bond, -C(0)NR?-, -NR 5 C(OK -Q(O)-, -NR 5 -, -0-, -S-, -S(O)-, -S(0) 2 -, 
(C 2 -C 4 )-alkynediyl, (C 2 -C 4 )-alkenediy[ J /(C 5 -C 1 4)-arylene where in the arylene rescue 
one, two, three, four or five ring carbon atoms can be replaced byjheteroatomglfrom 
15 the 9©«#s consisting of nitrogen, oxygen and sulfur, or a divalent residue of a 3- 
membered to 7 " mem ^ e ^ saturated or unsaturated ring which can contain one or 
two ring heteroatoms/from the sjrlaft consistmg of nitrogen, sulfur and oxygen and 
which can be monosubstituted or disubstituted byp£^^f^^j^\£c^\s^nq 
of =0, =S and R 3 ; 



_Bj|(CrCi 8 )-alkyl, (C 3 -C 14 )-cycloalkyl, (C 3 -C 14 )-cycloalkyl-{C.rC8)-alkyh (C 5 -C 14 )-aryl, 
4^C5-Ci 4 )-aryl-(C r C 8 )-a!kyl-, (C 5 -C 14 )-heteroaryl, (C s -C 14 ^heteroaryKCf-C 8 )-alkyh 
fluorine, chlorine, bromine, hydroxy, cyano^trifluoromethyl, nitro, hydroxycarbonyl-, 
(CrC 6 )-alkoxy, (CrC 6 )-alkoxy-(CrC 6 )-alkyl-, (d-C 6 )-alkoxycarbonyl-, (CrC 6 )« 
:5 alkyicarbonyi-, (C5-Ci4)-arylcarbonyl-^(Ci-C 6 )-a!kylaminocarbonyl-, (Ci-C 6 )-alkoxy- 
(C r C 6 )-alkoxy-, (C 5 -Ci4)-aryl-(Ci-C 8 )-alkylcarbonyl-, (Ct-C 6 )-alkanoylamino-, (Ci-C 6 )- 
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alkylsuifonylamino-, (C 5 -Cu)-arylsulfonylamino-, (CrC6)-alkylamino-, di-((Ci-C 6 )- 
alkyl)amino-, (CrC 6 )-a!ky]suifony!-, amino|ulfonyl-, (Cs-Ci4)-arylsulfonyl-, (C5-C14)- 
aryl-(Ci-C 8 )-alkyfsulfony!-, {Cs-CuJ-aryl^r (Cs-C-uHieteroaryl, w£erenai f ro Gi db te s-B- 
afe-4ft#e pendent of one another and can b o id o nti cn l or diff e r ent; 

J^3 h y dr °9 en - nr5r6 '> fluorine, chlorine, bromine,-OR 6 ,-SR 6 , hydroxy-(CrC 6 )-alkyl- 
NH-, (hydroxy-(CrC 6 )-a!kyl) 2 N- 1 amino-(Ci-C 6 )-alkyl-NH-, (amino-{CrC6)-alky!) 2 N-, 
roxy-(Ci-C 6 )-alky!-0-, hydroxy-(Ci-C 6 )-aikyl-S- ^r -NH-C(0)-R 6 ; 

R 6 , fluorine, chlorine, bromine, cyano,-NR 6 R 6 VOR s rSR 6 d hydroxy-(d-C 6 )- 
-NH-; 




N op-CH; 
\ 




R 1 and R 2 fam hydrogen, fluorine, chlorine, cyano, nitro, (C-t-Ci 0 }-alkyl, (C3-C14)- 
cycloalkyl, (Cs-C^-cycloalkyHd-CsJ-alkyf-, (Cs-Quharyl, (C 5 -Ci4)-aryl-(CrC8)-alkyl-, 
(C 5 -C 14 )-heteroaryl, (Cs-C^-heteroaryKCrCe^alkyl-, R 6 -0-R 7 , R 6 -S(0) p -R 7 , 
R 6 S(0) 2 NHR 7 , R 6 OC(0)NHR 7 ^R 6 R 6 *N-R 7 , wbariLaif residues P. 1 and R 2 are , 



nia^pendejitjsfxia©-^^ 



R 3 isHiydrogen, fluorine, chlorine, cyano, nitro, (Ci-Ci8)-alkyl, (C3-Ci 4 )-cycloalky!, {C3- 



Ci4)-cycloalkyl-{Ci-C 8 )-a!kyl-, (C 5 -C u )-aryl, (Cs-CuVaryl^d-CsValkyt-, {C5-C14}* 
heteroaryl, (C 5 -C 14 }-heteroaryl-(Ci-C s )-a!ky!-, R 6 -0-R 7 , R 6 R 6 N-R 7 , R 6 C(0)-OR 7 , " 
R 5 C(0)R 7 > / R 6 Oe-(©)R-CR 6 N(R 6 ')C(0)OR 7 , R 6 S(0) p N(R 5 )R 7 , R 6 OC(0)N(R 5 )R 7 , 

25 R 6 C(0)N(R 5 )R 7 , R & N(R 5 ')C(0)N(R 5 )R 7 ;R 5 N{R 6 ')S(0) p N{R 5 )R 7 , R 5 S(0) p R 7 , 

R 6 SC(0)N(R 5 )R 7 , R 6 N(R 6 ')C(0)R 7 «- R 6 N(R 6 ')S(0) p R 7 ( where alkyl can be mono- 
unsaturated or poiy-unsaturated and where alkyl, cycloalkyl, aryl, and heteroaryl can 
be monosubstituted or polysubstituted by)R , fluorine, chlorine, bromine, cyano, 
trifiuoromethyl, R 6 R*'nR 7 , nitro, R 6 OC(0)R 7 ~, R%(B)R 7 , R 5 N(R 6 ')C(0)R 7 , 

30 R 6 N(R 6 ')S(0) p R 7 ®p R 6 -0-R 7 , and where all residues R 3 are independent of one 
another and can be identical or different; 
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^R* iJL-C(0)R°, -C(S)R°, -S(0) p R a , -P(0)R 8 R 8 a 4-membered to 8 



iC / sl I heteroatomsjfrom the «Sbeq^s consisting of nitrogen, oxygen and sulfur; 



membered saturated or unsaturated heterocycle which contains 1,2, 3 or 4 



hydrogen, (C r Cio)-a!kyl, (C 3 -Ci 4 )-cycloalkyl, (C 3 -Ci4)-cycloalkyl-(CrC 8 )-alkyh 
jJfit^tCs-Ci4)-aryl|^ (Cs-Ci 4 )-aryl-{CrC8)-aIkyh wh er e ati -residues R-^ e inaopondonTBf - 
soae-a noth e r a rrcf can pe ictenti cal or differef rtr- 



II: 5 



10 R° and R c are*hydrogen, (CrCis)-alkyl, (C 3 -C 14 )-cycloalkyl, (C 3 -C 14 )-cycioalky!-(Cr 
C 8 )-aikyl-, (C 5 -Ci 4 )-aryl, (Cs-CuJ-aryKd-Cs^alkyl-, (C 5 -Ci4)-heteroaryi^(C 5 -Ci4}- 
heteroaryl-(d-C 8 )-alkyl- where aryl, heteroaryl, cycloalkyl and alkyi can be 
substituted one, two or three times by iptentiral or dirfcrBRi substituentsjfrom the 
Kl&s consisting of fluorine, chlorine, bromine, cyano, trifluoromethyl, nitro, 
1 5 hydroxycarbony!-, (C r C e )-alkyl, (d-Q 6 )-alkoxy, (d-C 6 )-alkoxy-(d-C 6 )-alkyh (Ci-C 6 )- 
alkoxycarbonyl-, (Ci-C 6 )-alkylcarbonyl-, (Ci-C 5 )-alkylaminocarbonyl-, (d-C 6 )-alkoxy- 
(Ci-C 6 )-alkoxy-, (C 5 -d4)-ary!carbonyK (C 5 -Cu)-aryl-(Ci-C 8 )-alkylcarbonyl-, (d-Ce)- 
alkanoylamino-, (Cs-Cu^aryisulfonyiamino-, (CrC 6 )-alkylsu!fonylamino-, (d-C 6 )- 
If alkylamino-, di-((d-C 6 )-alkyl)amino-, (d-C 6 )-a!kylsulfonyl-, (C r C 6 )- 
20 alkylaminosulfonyl-, (C 5 -Ci 4 )-arylaminosulfonyl-, (C 5 -d 4 )-aryl-(d-C8)- 

alkylaminosuifonyl, (Cs-C^-arylsulfonyl-, (C5-Ci 4 )-ary!-(d-C 8 )-alkylsulfonyl, (C5-C14)- 
aryl and (C 5 -Ci4)-heteroaryl, a nd where all res i du ee-R^ nnd R 6 ' aceia riependent oL . 
-nnr nnothrr rind r nn \rip.nii c&\-™r*m&*±f& 



25 R 7 is (Ci-C 4 )-aikanediyl or a direct bond, where all 
one another and can be identical or different; 



R 7 are independent of 



R 8 and R 8 ' arej hydroxy, (C r C 8 )-alkoxy, (C 5 -d 4 )-aryl-(d-C 8 )-a!koxy-, (C 5 -d 4 )- 
aryloxy, {d-C 8 )-alkylcarbonyloxy-(d-C 4 )-alk-oxy-, (C5-Ci4)-aryl-(CrCs)- 
30 alkylcarbonyloxy-(CrC 8 )-alkoxy-, NR 6 R 6 , (di-((d-C 8 )-alkyl)amino)carbonylmethy!oxy- 
, (di-{(C 5 -Ci4)-aryl-(CrC 8 )-alkyl)-amino)carbonylmethyloxy-, (C5-C 14 }-arylamino-, *be* 
re sidue of an amino acid, N-((d-C 4 )-alkyl)-piperidin-4-yloxy-, 2-methylsulfonylethoxy- 



1,3-thiazol-2-yimethyloxy-, 3-pyridylmethyloxy-, 2-(di-((CrC 4 )-alkyl)amino)-ethoxy < 8tp 
cthe^^te Q* (CH 3 ) 3 N + -CH 2 -CH2-0- in which Q" is a physiologically tolerable anion, 
wtee-aiUestd ties R* and R p die independent, uf one another and can b o idonticofr or 
different; 

n is zero, one, two, three, four or five; 
m is zero, one, two, three, four or five; 
i is zero or one; 
q is zero, one or two; 
10 r is zero, one or two; 
■ j)J s is zero, one, two or three; 

63 t is zero, one, two, three, four, five, six, seven or eight; 

hi 

|j p is zero, one or two, where all numbers p are independent of one another and can 

be identical or different; 



15 

in all their stereoisomeric forms and mixtures thereof in all ratios, and their ^^-W<j~ 
physiologically tolerable salts and thoir -psg#re§s; 

where, instead of the purine structure shown in formula I, also a 3-deazapurine 
20 structure, a 7-deazapurine structure or a 7-deaza-8-azapur:ne structure can be 
present. 

2. A compound of Jthe- fe r mula I as claimed if* claim 1 , m wh i ch - 
25 G is p residu e o f the - formula II 

(CR 1 R 2 ) n -A-(CR 1 R 2 ) m -(CR 1 R 3 )r(CR 1 R 2 )q-R 4 " 



wV '' 5 ' 7 A is)a direct bond, -C(0)NR 5 -, -NR 5 C(0)-, -0(0)-, -NR 5 -, -0-, -S-, -S(O)-, -S(0) 2 -, 
30 (C2-C 4 )-alkynediyl, (C2-C 4 )-aikenediyl, (C 5 -Ci4)*arylene where in the arylene residue 
one, two, three, four or five ring carbon atoms can be replaced by; heteroatorrys/f rom 
the s^SSs consisting of nitrogen, oxygen and sulfur, Sra divalent residue of a 3- 
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membered to 7-membered^saturated or unsaturated ring which can contain one or 
two ring heteroatoms)from the s^e^s consisting of nitrogen^sutfuj and oxygen and 
which can be monosubstituted or disubstituted by*eSc^ls from the slafe consisting 
of =0, =S and R 3 ; 

5 ^y^f 

is (CrCi 2 }-aIky!, (C 3 -C M )-cycloalkyl, (C 3 -Cu)-cycloalkyl-(Ci-Ce)-alkyi-, (Cs-C-i 4 )-aryl, 
jvj^ {C5-Ci4)-apyl-(CrC 8: )-alkyi-, (C 5 -Ci 4 )-heteroaryl, (C 5 -Ci4)-heteroaryl-(CrC 8 )-alky!-, 
fluorine, chlorine, bromine, hydroxy, cyano, trifluoromethyl, nitro, hydroxycarbonyh 
(Ci-C 6 )-alkoxy, (d-Ce^alkoxy-Cd-Cehalkyl-, (Ci-C 6 )-alkylcarbonyl-, (C 5 -C u )- 
arylcarbonyi-, (C 5 -C 14 )-aryi-(Ci-C8}-aikylcarbonyl- (Ci-C 6 )-alkyiaminocarbonyl-, (C r 
C 6 )-alkanoylamino-, (Ci-C 6 )-alky!sulfonylamino-, (C 5 -Ci4)-arylsulfonyiamino-, (C r C 6 )- 
aikyiamino-, di-((C r C 6 )-alkyl)amino-, (C r C 6 )-alky!sulfonyh (C 5 -Ci 4 )-aryisulfonyl-, 
(C 5 -Ci4)-aryl-(CrC 8 )-alky!sulfonyl-, (C 5 -Ci 4 )-aryl ^(Cs-C-uHieteroaryl, where all 
residues Bsare independent of one another and can be identical or different; 




"hydrogen, NH 2 , -NH-C(0)-R 6 j^ OH; 



R 1 and R 2 /independentiy o f on o anoth e r are hydrogen, fluorine, chlorine, cyano, nitro, 
(C r C 10 )-alkyl, (C 3 -Ci 4 )-cycloalkyl > (C 3 -Ci4)-cycloalkyl-(Ci-C 8 )-alkyl-, (C 5 -Ci4)-aryi, 
(C5-C 14 )-aryl-(CrC8)-alkyl-, (C 5 -Ci4)-heteroaryl, (C 5 -Ci4)-heteroaryl-(C r Cs}-alkyl-, 
R 6 -0-R 7 , R 6 S(0) 2 NHR 7 , R 5 OC(0)NHR 7 ^R 6 R 6 N-R 7 , wbeie-alJ-F e s idu c s and 
xe-ind epondont of ono another a nd u ui i be identical or differ e nt; • 

R 3 is hydrogen, fluorine, chlorine, cyano, nitro, (CrC-t 8 )-alky!, (C 3 -Ci 4 )-cycloalkyl, (C 3 - 
C 14 )-cycloalkyl-(Ci-C 8 )-alkyi-, (Cs-CuJ-aryl, (C 5 -Ci4)-aryl-(CrC 6 )-a!kyh (C 5 -C 14 )- 
30 heteroaryl, (C 5 -Ci4)-heteroaryl-(CrC 8 )-alky!-, R 6 -0-R 7 , R 6 R 6 N-R 7 , R 6 C(0)-O-R 7 , 
R 6 C(0)R 7 , R 6 OC(0)R 7 , R 6 N(R 6 ')C(0)OR 7 , R 5 S(0) p N{R 5 )R 7 , R 6 OC(0)N(R 5 )R 7 , 
R 6 C(0)N(R 5 )R 7 , R 6 N(R 6 ')C(0)N(R 5 )R 7 , R 6 N(R 6 ')S(0) p N(R 5 )R 7 , R 6 S(0) p R 7 , 
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R 6 SC<0)N(R 5 )R 7 , R 6 N(R 6 ')C(0)R 7 *r R 6 N(R 6 ')S(0) p R 7 , where alkyi can be mono- 




trifluoromethyi, r ^ nr7 > nitro > R 6 OC(0)R 7 , R 6 C(0)R 7 , R 6 N(R 6 ")C(0)R 7 , 
5 R 6 N(R 6 ')S(0) p R 7 m R 6 -0-R 7 , and where al! r o&idu o s R 3 are independent of one 
another and can be identical or different; 

R 4 is -C(0)R 8 or -P(0)R 8 R 8 '; 

R 5 i/hydrogen, (CrCio)-alkyi, (Cs-d^-cycloalkyl, (C 3 -Ci4)-cycloaikyl-(Ci-C 8 )-alky!.|f^ 
(Cs-CuJ-aryl^CrCsJ-alkyl-, where aii ce^feigs R 5 are independent of one another 
and can be identical or different; 





R 6 and R 6 are/hydrogen, (d-Ci 2 >alkyl, (C 3 -d4>cycloalkyl,. (C 3 -Cu)-cycioalkyl-(C f i- 
C 8 )-alky!-, (C5-C 14 }-aryl, (C 5 -d4)-aiyHCi-C 8 )-alkyh {C 5 -Ci 4 )-heteroaryl Srfc 5 -C 14 )- 
heteroaryl-(d-C 8 )-alkyl- where aryi, heteroaryi, cycloalkyi and aikyl can be 
substituted one, two or three times by to^'^^rcM^ -substituent^ffi the 
?-ss^s consisting of fluorine, chlorine, bromine, cyano, trifluoromethyi, nitro, 
hydroxycarbonyi-, (d-C 6 )-a!ky!, (C r C 6 )-a!koxy, (d-C 6 )-aIkoxy-(d-C 6 )-alkyl- t (C 5 - 
d 4 )-arylcarbonyh (C 5 -d 4 )-aryl-(d-C 5 )-alkylcarbonyl-, (d-C 6 )-aIkanoylamino-, (C 5 - 
d 4 )-arylsulfonylamino-, (d-C 6 )-alkyisulfonylamino-, (d-C 6 )-alkylamino-, di-((d-C 6 )- 
alkyl)amino-, (CrC 6 )-alkylsulfonyl-, (C 5 -C 14 )-aryl and (C 5 -C 14 )-heteroary!, and where 
a\\jfe§&3&& R 6 and R 6 are independent of one another and can be identical or 
different; 

R 7 is (d-C 4 )-alkanediyi or a direct bond, where all resides R 7 are independent of 
one another and can be identical or different; 

R 8 and R 8 are hydroxy, (Ci-C 8 )-alkoxy, (C 5 -Cu)-aryi-(d-C8)-alkoxy-, (d-C 8 )- 
alkylcarbonyloxy-(Ci-d)-alkoxy-^NR 6 R 6 ' where all fSoiet w as R 8 and R 8 are 
independent of one another and can be identical or different; 



5 « 
= • ■ 
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n is zero, one, two, three, four or five; 
m is zero, one, two, three, four or five; 
i is zero or one; 
5 q is zero, one or two; 
r is zero, one or two; 
s is zero, one, two or three; 

t is zero, one, two, three, four, five, six, seven or eight; 

p is zero, one or two, where all numbers p are independent of one another and can 
10 be identical or different; 



0 
P 

y physiologically tolerable salts and their prodrugs. 



in all their stereoisomeric forms and mixtures thereof in all ratios, and their ^h^>^ 



15 3. A compound of theJom mla I oc claim e d in -claim$ 1 aj^diop^rifrwteh- 



y G is a r o siduo of the formula H 

PJ \ 
P v 

P ^ -(CR 1 RVA-(CR 1 RV(CR 1 R 3 )r(CR 1 R 2 ) q -R 4 Jfc 

m 20 ^c,^f 

^^jZ^ a d ' reCt b ° nd ' " C(0)NR5 '' - nr5c (°)-- - c (°)-> -MR 5 " * (C 5 -Ci 4 )-arylene where in 
w*/ the arylene pe&idwe one or two ring carbon atoms can be replaced byjheteroatom$ ^LAf 
from the s§2e?consisting of nitrogen, oxygen and sulfur; 

25 B is (C r C 6 )-alkyl, chlorine, hydroxy, cyano, trifluoromethyl, (Ci-C 6 )-alkoxy, (Ci-Ce)- 
alkylcarbonyl-, (CrC e )-alkanoylamino-, (C r C6)-alkylamino- fr di-{(C r C 6 )- 
alkyl)amino-, where all -eesteues B^are independent of one another and can be 
identical or different; 



30 X is hydrogen; 



Y is hydrogen; 
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Z is N; 

& i- R 1 and R 2 are (hydrogen, (C^-alkyl, R 6 S<0) 2 NHR 7 af R 6 OC(0)NHR 7 , 
^:.J5 re sidues r1 and -R^ afe indep e nd e nt of ono anotb anaftd- can bo identical 




25 



w here all — = 

-nr rfiffpxen-fc 




30 



hydrogen, (C r Ci 2 )-alkyl, (C 3 -C 14 )-cycloalkyl, (C 3 -Ci4)-cycloalkyl-(C r C 6 )-alkyl-, 
(C 5 -Cu)-ary[, (CrCwJ-aryKCrCeJ-alkyl-, (C 5 -Ci 4 )-heteroaryl t (C 5 -Ci4)-heteroaryl-{C r 
C 6 )-alkyh R 6 R 6 N-R 7 , R 6 S(0) 2 N(R 5 )R 7 , R 6 OC(0)N(R 5 )R 7 ^R 5 C(0)N(R 5 )R 7 , where 
alkyl can be mono-unsaturated or poly-unsaturated and where alkyi, cycloalkyl, aryl 
and heteroaryl can be monosubstituted or polysubstituted byR 6 , fluorine, chlorine, 
trifluoromethyl, R 5 C(0)R 7 ft R 6 -0-R 7 ; ^ ^ji^ sA/J^'P^- 



^ •■—p «Vs c^Cj Y 



R 4 is -C(0)R 8 ; 



R 5 is hydrogen or (C r C 4 )-alkyl, where all res^s Rlare independent of one another 
and can be identical or different; 




R 6 and R 6 ' arejhydrogen, (C r Ci 2 )-a!kyl, (C 3 -Ci4)-cycloalkyl, (C 3 -Ci 4 )-cycloalky!-(C 1 
C e )-alkyl-, (Cs-C^-aryl, (C 5 -Ci4)-aryl-(Ci-C 8 )-alkyl-, (C 5 -C u )-heteroaryl 3r(C5-Cu) 



heteroaryl-{Ci-C 8 )-alkyl- where aryl, heteroaryl, cycloalkyl and alkyl can be 



substituted one, two or three times by^^^^^^^s^^^e^J^^^ 
seRes-coiisisiiog-ef fluorine, chlorine, bromine, cyano, trifluoromethyl, (C r C 6 )-alky!, 
(Ci-C 6 )-alkoxy, (Ci-C 6 )-a!kyiamino-, di-((CrC 6 )-alky!)amino-, (C 5 -Ci 4 )-aryl and (C 5 - 
C 14 )-heteroaryl, and where all r-@si#aes R 6 and R 6 ' are independent of one another 
and can be identical or different; 

R 7 is (Ci-C 2 )-a!kanediyl or a direct bond, where ai! res+a^esH^are independent of 
one another and can be identical or different; 

R 8 is hydroxy or (C r C 6 )-alkoxy; 




/ 




■U 

■ 0 



hi 
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n is zero, one, two, three, four or five; 
m is zero or one; 
i is zero or one; 
q is zero or one; 
5 r is zero or one; 
s is zero, one or two; 
t is zero, one, two, three or four; 

in all their stereoisomers forms and mixtures thereof in all ratios, and their 
10 physiologically tolerable salts and thoir prodrugs . 

4. A compound of tho formula I as claimed in on o or moro of claim$ 1 toA-ifi-whteh 



u 15 



G is~a rfrRin l iiP otthe-fefmtita If" 

V 

-(CR 1 R 2 ) n -A-(CR 1 R 2 ) m -(CR 1 R 3 )r(CR 1 R 2 ) q -R 4 



A is a direct bond; 

i 
I 

20 B is (CrC 6 )-alkyl or hydroxy, where all £asid#ee B^are independent of one another 
and can be identical or different; 

X is hydrogen; 

25 Y is hydrogen; 

ZisN; 



R 1 and R 2 arejhydrogen, (C r C 4 )-alkyl, R 6 S(0) 2 NHR 7 (^rR^OC(O)NHR 7 , whepe-ett— 
30 residues R^ and F ? are inttepefretent " f nn a ^mnthgr anr j can be identical OL diffeienk- 
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;J y : R 3 is N hydrogen, (C r C 12 )-alkyl, (C 3 -C 14 )-cycloalkyl, (C 3 -Ci4}-cycloalkyi-(CrC 6 )-alkyl-, 
(Cs-C^-aryi, (C 5 -Ci4)-aryl-(Ci-C 6 )-alkyl-, (C 5 -C 14 )-heteroaryI (C 5 -Ci 4 )-heteroaryl-(C r 
C 6 )-alkyh R 6 R 6 N-R 7 , R 6 S(0) 2 N(R 5 )R 7 , R 6 OC(0)N(R 5 )R 7 S£^ 6 C(0)N(R 5 )R 7 , where 
alkyl can be mono-unsaturated or poiy-unsaturated and where alkyl, cycioalkyl, aryi 
and heteroaryl can be monosjjbstituted or polysubstituted by R 6 , fluorine, chlorine, 
trifluoromethyl, R 6 C(0)R 7 <tf R 6 -0-R 7 ; ^^J^ cJtM$~^ 




R 4 is -C(0)R 8 ; 



R is hydrogen or (CrC 4 )-alkyl; 



r- ' • 

5 1 



R 6 and R 6 ' arejhydrogen, (d-C^-alkyl, (C 3 -Ci 4 )-cycloa)kyl, (C 3 -C 14 )-cycloalkyl-(Ci- 
C 8 )-alkyh (C 5 -Ci 4 )-aryl, (C 5 -Ci 4 )-aryl-(C 1 -C 8 )-alkyl-, (Cs-Ci 4 )-heteroary! or (C 5 -Ci 4 >- 
heteroary!-(Ci-C 8 )-alkyl- where aryi, heteroaryl, cycloalkyl and alkyl can be 
15 substituted one, two or three times by Mefl^ ^oTo^iffo^ o n t substituervtj^from the . 

consisting of fluorine, chlorine, bromine, cyano, trifluoromethyl, (Ci-C 6 )-a!kyl, 
(CrC 6 )-alkoxy, (CrC 6 )-alkylamino-, di-((CrC 6 )-aikyl)amino-, (C 5 -Ci 4 )-aryl and (C 5 - 
Ci 4 )-heteroaryl, and where all residues R 6 and R 6 are independent of one another 
and can be identical or different; 



20 



R 7 is a direct bond; 



R 8 is hydroxy or (d-C 4 )-alkoxy; 



25 n is zero, one or two; 

m is zero or one; 

i is zero or one; 

q is zero or one; 

r is zero or one; 
30 s is zero, one or two; 

t is zero; 
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in all their stereoisomeric forms and mixtures thereof in all ratios, and their /m^^^j 
physiologically tolerable salt&aa^rtefiafc predrg§ s. . 

: 5. A compound of foe4effmria-4-as-claimed in one or more of claims 1 te-^r-w frioh is a 

5 : 

G is o roGiduo of the formula - H 

-(CR 1 R 2 ) n -A-(CR 1 R 2 ) m -(CR 1 R 3 )i-(CR 1 R 2 ) q -R 4 
10 A is a direct bond; 

p X is hydrogen; 

W 

C3 Y is hydrogen; 

f 15, , 



ZisN; 




17^=1 



R 1 and R 2 arejhydrogen or (Ci-C 2 )-aikyl, where all residues R 1 and R 2 are 
independent of one another and can be identical or different; 

R 3 isjR 6 R 6 N-R 7 , R 6 S(0) 2 N(R 5 )R 7 , R 6 OC(0)N(R 5 )R 7 R 6 C(0)N(R 5 )R 7 ; 




25 R 3 is hydrogen or (Ci-C 2 )-alkyl; 



R 6 and R 6 areihydrogen, (C r Ci 2 )-alkyl, .(C 3 -Ci4.)-cyc!oalkyl, (Cs-C^O-cycloalkyl^Cr 
C 8 )-a!kyl- t (C 5 -C 14 )-ary!, (C 5 -Ci 4 )-aryl-(Ci-C 8 )-alkyl-, (Cs-Cu^heteroaryl^r (C5-C14)- 
heteroaryl-(CrC 8 )-alkyl- where aryl, heteroar^cycloalkyi and alkyl^canib^ 
30 substituted one, two or three times by idaDticai-or diff e rent substituent^rom the 
^sS&s consisting of fluorine, chlorine, bromine, cyano, trifluoromethyi, (CrC 6 )-alkyl, 
(CrC 6 )-alkoxy, (C r C 6 )-alkylamino-, di-((Ci-C 6 )-alkyl)amino-, (C 5 -Cu)-aryl and {C 5 - 
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Ci 4 }-heteroaryl, and where the residues R 6 and R 6 are independent of one another 
and can be identical or different; 

R 7 is a direct bond; 

■ 5 

R 8 is hydroxy or (d-C 4 )-alkoxy; 

n is zero, one or two; 

m is zero or one; 
10 i is zero or one; 
gj q is zero or one; 
0 ' r is zero; 

m 

O s is zero; 

'ijj ■ 

p t is zero; 

■ i ■ 

gj in all their stereoisomer^ forms and mixtures thereof in all ratios, and their /w^~"M^ 
St physiologically tolerable salts and thnir prnrlmgn 

r~i 

jy 6. A compound of &&-fefmota I as Claim e d i i i oi le or more of claims 1 te-5rwhtel=HS-a 
20 

G is a rosiduo of the fo rmula if 

^ -(CR'RVMCR'RVCC^RV^R^q-R 4 & 
25 A is a direct bond; 
X is hydrogen; 
Y is hydrogen; 

30 ; 



2 is N; 



fi 1 



■ as;:, 

.w 
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R 1 and R 2 are hydrogen; 
R 3 is R 6 S(0) 2 N(R 5 )R 7 or R 6 OC(0)NI(R 5 )R 7 ; 
5 R 4 is -C(0)R 8 ; 
R 5 is hydrogen; 



15 



30 



R 6 is/d-C^-alkyi, (C 3 -C 14 )-cycloalkyl, (C 3 -Ci4)-cycbajky!-(CrC 8 )-alkyl-, (C 5 -C 14 )- 
10 ary!, (C 5 -Ci 4 )-aryl-(Ci-C 8 )-alkyl-, (C 5 -C 14 )-heteroaryl^ (C 5 -C 14 )-heteroaryl-(CrC 8 }- 
u alkyl- where aryl, heteroaryi, cycloaikyl and alkyl can be substituted one, two or three 
times by i ^enlicatoP^ifferen t substituerr^ff^m the s3$$s consisting of fluorine, 
chlorine, bromine, cyano, trifluoromethyl, (CrC 6 )-alkyI, (Ci-Cs)-alkoxy, (CrC 6 )- 
aikylamino-, di-((Ci-Cs)-alkyl)amino- l (C5-Ci 4 )-aryl and (C 5 -Ci 4 )-heteroaryl; 



R 7 is a direct bond; 



W " 

%t R is hydroxy or (C r C 4 )-alkoxy; 

la si : . 



20 n is one; 

m is zero; 

i is one; 

q is zero; 

r is zero; 
25 s is zero; 

t is zero; 



in ail their stereoisomers forms and mixtures thereof in all ratios, and their ^ 
physiologically tolerable salts araHhwii piudiuys 

7. A process for the preparation of a compound a s claimed in one or more of claimjj 1 
te^, comprising reacting a compound of the formula V|with a compound of the 
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formula Vila or with-a-eemprotiftd of ttte formula Vllb 



it 

•13 



w 



ft 



10 





Vila 



NH " 




Vllb 



wherein L 1 is a leaving group and B, G, X, Y, r, s and t are defined as in claims? 1 4e-6— 
but wherein functional groups can also be present in the form of precursor groups or 
in protected form. 

8. A pharmaceutical composition, comprisingfa44@asi=sse compound of the formula 4 
iajaa^j r o d in ono or more of cla i ms 1 t o 6 and/or its phys ietegfeatiyluterabte-salts 
&Bd/04 ^tc prodrug s and a pharmaceutical acceptable carrier. 



15 



9. A compound of the formula I as claimed in one or more of claims 1 to 6 and/or its 
physiologically tolerable salts and/or its prodrugs for usejas a vitronectin receptor 
antagonisj 



10. A compound of the formula I as claimed in one or more of claims 1 to 6 and/or its 
physiologically tolerable salts and/or its prodrugs for use as an inhibitor of bone 
resorption, for the therapy or prophylaxis of osteoporosis, as an inhibitor of tumor 
20 growth or tumor metastasis, as an antiinflammatory, or for the therapy or prophylaxis 
of cardiovascular disorders, restenoses, arteriosclerosis, nephropathies, 
retinopathies, psoriasis or rheumatoid arthritis. 
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Naphthyridine derivatives, processes for their preparation, their use and 
pharmaceutical compositions comprising them 

The present invention relates to compounds of the formula I, 




in which B, G, X, Y, Z, r, s and t have the meanings indicated below, their 
physiologically tolerable salts and their prodrugs. The compounds of the formula I are 
valuable pharmacologically active compounds. They are vitronectin receptor 
antagonists and inhibitors of cell adhesion and are suitable for the therapy and 
prophylaxis of illnesses which are based on the interaction between vitronectin 
receptors and their ligands in cell-cell or cell-matrix interaction processes or which 
can be prevented, alleviated or cured by influencing such interactions. For example, 
they can be applied for inhibiting bone resorption by osteoclasts and thus for treating 
and preventing osteoporosis, or for inhibiting undesired angiogenesis or proliferation 
of cells of the vascular smooth musculature. The invention furthermore relates to 
processes for the preparation of compounds of the formula I, their use, in particular 
as active ingredients in pharmaceuticals, and pharmaceutical compositions 
comprising them. 

Human bones are subject to a constant dynamic renovation process comprising bone 
resorption and bone formation. These processes are controlled by types of cell 
specialized for these purposes. Bone resorption is based on the destruction of bone 
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matrix by osteoclasts. The majority of bone disorders are based on a disturbed 
equilibrium between bone formation and bone resorption. Osteoporosis is a disease 
characterized by low bone mass and enhanced bone fragility resulting in an 
increased risk of fractures. It results from. a deficit in new bone formation versus bone 
5 resorption during the ongoing remodelling process. Conventiona! osteoporosis 
treatment includes, for example, the administration of bisphosphonates, estrogens, 
estrogen/progesterone (hormone replacement therapy or HRT), estrogen 
agonists/antagonists (selective estrogen receptor modulators or SERMs), calcitonin, 
m vitamin D analogues, parathyroid hormone, growth hormone secretagogues, or 
C3io sodium fluoride (Jardine et al., Annual Reports in Medicinal Chemistry 31 (1996) 

y 

D 211). 

hi 

--x-s;:- 

^ Activated osteoclasts are polynuclear cells having a diameter of up to 400 urn, which 

SB 

0 remove bone matrix. Activated osteoclasts become attached to the surface of the 
If 5 bone matrix and secrete proteolytic enzymes and acids into the so-called "sealing 
C3 zone", the region between their cell membrane and the bone matrix. The acidic 
jjj environment and the proteases cause the destruction of the bone. The compounds of 
the formula I inhibit bone resorption by osteoclasts. 

20 Studies have shown that the attachment of osteoclasts to the bones is controlled by 
integrin receptors on the eel! surface of osteoclasts. Integrins are a superfamily of 
receptors which include, inter alia, the fibrinogen receptor aiibfb on the blood platelets 
and the vitronectin receptor a v p3- The vitronectin receptor a v (3 3 is a membrane 
glycoprotein which is expressed on the cell surface of a number of cells such as 

25 endothelial cells, cells of the vascular smooth musculature, osteoclasts and tumor 
cells. The vitronectin receptor a v p3, which is expressed on the osteoclast membrane, 
controls the process of attachment to the bones and bone resorption and thus 
contributes to osteoporosis. a v (3 3 in this case binds to bone matrix proteins such as 
osteopontin, bone sialoprotein and thrbmbospontin which contain the tripeptide motif 

30 Arg-Gly-Asp (or RGD). 



Horton and coworkers describe RGD peptides and an anti-vitronectin receptor 
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antibody (23C6) which inhibit tooth destruction by osteoclasts and the migration of 
osteoclasts (Horton et al., Exp. Cell. Res. 195 (1991) 368). fn J. Cell Biol. 111 (1990) 
1713 Sato et ai: describe echistatin, an RGD peptide from snake venom, as a potent 
inhibitor of bone resorption in a tissue culture and as an inhibitor of osteoclast 
5 adhesion to the bones. Fisher et al. (Endocrinology 132 (1993) 1411) and Yamamoto 
et al. (Endocrinology 139 (1998) 141 1) were able to show in the rat that echistatin 
also inhibits bone resorption in vivo. 

It was furthermore shown that the vitronectin 0*63 on human cells of the vascular 
0 smooth musculature of the aorta stimulates the migration of these cells into the 
neointima which finally leads to arteriosclerosis and restenosis after angioplasty 
(Brown et al., Cardiovascular Res. 28 (1994) 1815). Yue et ai. (Pharmacology 
Reviews and Communications 10 (1998) 9) show the inhibition of neointima 
formation using an cxvfb antagonist. 

Brooks et al. (Ceil 79 (1994) 1 157) showed that antibodies against a v p3 or a v p3 
antagonists can cause a shrinkage of tumors by inducing the apoptosis of blood 
vessel cells during angiogenesis. The vitronectin receptor a v 03 is aiso involved in the 
progression of a variety of other types of cancer, and is overexpressed in malignant 
melanoma cells (Engleman et al., Annual Reports in Medicinal Chemistry 31 (1996) 
191). The melanoma invasiveness correlated with this overexpression (Stracke et al., 
Encylopedia of Cancer, volume III, 1855, Academic Press, 1997; Hillis et al., Clinical 
Science 91 (1996) 639). Carron et al. (Cancer Res. 58 (1998) 1930) describe the 
inhibition of tumor growth and the inhibition of hypercalcemia of malignancy using an 
a v B3 antagonist. 

Friedlander et al. (Science 270 (1995) 1500) describe anti-a v 03 antibodies or a v B 3 
antagonists which inhibit the bFGF-induced angiogenesis processes in the rat eye, a 
property which can be used therapeutically in the treatment of retinopathies and in 
the treatment of psoriasis. Storgard et al. (J. Clin. Invest. 103 (1999) 47) describe the 
use of a v B3 antagonists in the treatment of arthritic diseases. 
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Influencing of the vitronectin receptor or of the interactions in which it is involved thus 
offers the possibility of influencing different disease states for whose therapy and 
prophylaxis there continues to be a need for suitable pharmaceutical active 
ingredients. 

EP-A-528586 and EP-A-528587 disclose aminoalkyl-substituted or heterocyclyl- 
substituted phenylalanine derivatives, and WO-A-95/32710 discloses aryl derivatives 
as inhibitors of bone resorption by osteoclasts. In WO-A-95/28426 RGD peptides are 
described as inhibitors of bone resorption, angiogenesis and restenosis. International 
Patent Application PCT/EP98/08051 discloses carbamic ester derivatives, and 
international Patent Application PCT/EP99/00242 discloses sulfonamides which are 
vitronectin receptor antagonists. Further vitronectin receptor antagonists are 
disclosed in WO-A-98/08840 and WO-A-98/18461. Substituted purine derivatives as 
inhibitors of bone resorption are described in EP-A-853084. Further investigations 
have shown that the compounds of the formula I are particularly strong inhibitors of 
the vitronectin receptor and of bone resorption by osteoclasts. 

The present invention relates to compounds of the formula I, 




X 



in which 

G is a residue of the formula II 



-(CR 1 R 2 ) n -A-(CR 1 R 2 )m-{CR 1 R 3 )r(CR 1 R 2 )q-R 4 



li 
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A is a direct bond, -C<0)NR 5 -, -NR 5 C(0)-, -C(O)-, -NR 5 -, -O-, -S-, -S(O)-, -S(0) 2 -, 
(C 2 -C 4 )-alkynediyl, {C 2 -d)-alkenediyI, {C 5 -Ci4)-aryiene where in the arylene residue 
one, two, three, four or five ring carbon atoms can be replaced by heteroatoms from 
the series consisting of nitrogen, oxygen and sulfur, or a divalent residue of a 3- 
membered to 7-membered saturated or unsaturated ring which can contain one or 
two ring heteroatoms from the series consisting of nitrogen, sulfur and oxygen and 
which can be monosubstituted or disubstituted by residues from the series consisting 
of =0, =S and R 3 ; 

B is (Ci-C 18 )-alkyl, (C 3 -Ci4)-cycloalkyl, (C 3 -Ci4)-cycloalkyl-(Ci-C 8 )-alky!-, (C 5 -d 4 )-aryi 
(C 5 -Ci4)-aryl-(Ci-C 8 )-alkyl-, (C 5 -Ci 4 )-heteroaryl, (C5-Ci 4 )-heteroaryl-(Ci-C8)-alkyl-, 
fluorine, chlorine, bromine, hydroxy, cyano, trifluoromethyl, nitro, hydroxycarbonyl-, 
(Ci-C 6 )-alkoxy, <d-C6)-alkoxy-(d-C 6 )-aIkyl-, (Ci-C 6 )-alkoxycarbonyl-, (d-C 6 )- 
alkylcarbonyl-, (C 5 -d4)-arylcarbonyl-, (Ci-C 6 )-alkyiaminocarbonyl-, (d-C 6 )-alkoxy- 
{C-rC 6 )-a!koxy-, (C5-Ci 4 )-aryl-(CrC 8 )-aIkylcarbonyl-, (d-C 6 )-aikanoylamino-, (C r C 6 )- 
alkylsulfonylamino-, {C 5 -C 14 )-arylsulfonyiamino-, (d-C 6 )-alkylamino-, di-((Ci-C 6 )- 
a!kyl)amino-, (Ci-C 6 )-alkylsuifonyI-, aminosulfonyl-, (C 5 -Ci 4 )-arylsuIfonyl-, (C 5 -Ci 4 )- 
aryl-(Ci-C 8 )-alkyisuifonyl-, (C 5 -C u )-aryl or {C 5 -d4)-heteroary[, where all residues B 
are independent of one another and can be identical or different; 

X is hydrogen, NR 6 R 6 , fluorine, chlorine, bromine, OR 6 , SR 6 , hydroxy-(Ci-C s )-alkyl- 
NH-, (hydroxy-(Ci-C 6 )-alkyl) 2 N-, amino-{Ci-C 6 )-alkyl-NH-, (amino-(d-C 6 )-alkyl) 2 N-, 
hydroxy-(Ci-C 6 )-alkyl-0-, hydroxy-(Ci-C 6 )-alkyl-S- or -NH-C(0)-R 6 ; 

Y is R 6 , fluorine, chlorine, bromine, cyano, NR 6 R 6 , OR 6 , SR 6 or hydroxy-(d-C 6 )- 
alkyl-NH-; 

Z is N or CH; 

R 1 and R 2 are hydrogen, fluorine, chlorine, cyano, nitro, (d-doValkyl, (C 3 -Ci 4 )- 
cycloalkyl, (C 3 -d 4 )-cycloalkyl-(d-C 8 )-alkyl-, (C 5 -Ci4)-aryl, (C 5 -Ci 4 )-aryl-(Ci-C 8 )-alkyl 
(C 5 -d 4 )-heteroaryl, (C 5 -d 4 )-heteroaryl-(d-C s )-alkyl-, R 6 -0-R 7 , R 6 -S(0) p -R 7 , 
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R 6 S(0) 2 NHR 7 , R 6 OC(0)NHR 7 or R 6 R 6 N-R 7 , where all residues R 1 and R 2 are 
independent of one another and can be identical or different; 

R 3 is hydrogen, fluorine, chlorine, cyano, nitro, (Ci-Ci 8 )-alkyl, (C 3 -Ci 4 )-cycloalkyl, (C 3 - 
C-^-cycloalkyHd-Cshalkyh (C 5 -C 14 )-aryl, (Cs-C^-aryKd-CsJ-alkyl-, (C 5 -C u )- 
heteroaryl, (C 5 -Ci 4 )-heteroaryHC r C 8 )-alkyh R 6 -0-R 7 , R 6 R 6 N-R 7 R 6 C(0)-0-R 7 , 
R 6 C(0)R 7 , R 6 OC(0)R 7 , R 6 N(R 6 ')C(0)OR 7 , R 6 S(0) p N(R 5 )R 7 , R 6 OC(0)N(R 5 )R 7 , 
R 6 C(0)N(R 5 )R 7 , R 6 N(R 6 ')C(0)N(R 5 )R 7 , R 6 N(R 6 *)S(0) p N(R 5 )R 7 , R 6 S{0) p R 7 , 
R 6 SC(0)N(R 5 )R 7 , R 6 N(R 6 ')C(0)R 7 or R 6 N(R 6 ')S(0) p R 7 , where alkyl can be mono- 
unsaturated or poly-unsaturated and where alkyl, cycloalkyl, aryl, and heteroaryl can 
be monosubstituted or poiysubstituted by R 6 , fluorine, chlorine, bromine, cyano, 
trifluoromethyt, R 6 R 6 NR 7 , nitro, R 6 OC(0)R 7 , R 6 C(0)R 7 , R 6 N(R 6 ')C(0)R 7 , 
R 6 N(R 6 ')S(0) p R 7 or R 6 -0-R 7 , and where all residues R 3 are independent of one 
another and can be identical or different; 

R 4 is -C(0)R 8 , -C(S)R 8 , -S(0) p R 8 , -P(0)R 8 R 8 or a residue of a 4-membered to 8- 
membered saturated or unsaturated heterocycie which contains 1,2, 3 or 4 
heteroatoms from the series consisting of nitrogen, oxygen and sulfur; 

R 5 is hydrogen, (d-dcO-alkyl, (C 3 -Ci4)-cycloalkyl, (d-d^-cycloalkyKd-CsJ-alkyl-, 
(C 5 -Ci 4 )-aryl or (C 5 -Ci4)-aryl-(Ci-C8)-aIkyl-, where all residues R 5 are independent of 
one another and can be identical or different; 

R 6 and R 6 ' are hydrogen, (Ci-Ci 8 )-alkyl, (C 3 -Ci 4 )-cycloaIkyi, (C 3 -d4)-cycloalkyl-(d- 
C 8 )-alkyl-, (C 5 -Ci 4 )-aryi, (C5-Ci 4 )-aryl-{Ci-C 8 )-alkyl-, (C 5 -Ci 4 )-heteroaryl or (C 5 -C 14 )- 
heteroaryl-(C r C 8 )-alkyl- where aryl, heteroaryl, cycloalkyl and alkyl can be 
substituted one, two or three times by identical or different substituents from the 
series consisting of fluorine, chlorine, bromine, cyano, trifluoromethyl, nitro, 
hydroxycarbony!-, (Ci-C 6 )-alkyl, (CrC 6 )-alkoxy, (CrC 6 )-alkoxy-(Ci-C 6 )-alkyh (Ci-C 6 )- 
alkoxycarbony!-, (Ci-C 6 )-alkylcarbonyl-, (Ci-C 5 )-alkylaminocarbonyl-, (Ci-C 6 )-alkoxy- 
(CrC 6 )-alkoxy-, {C 5 -Ci 4 )-arylcarbony!-, (C 5 -Ci 4 )-aryl-(Ci-C 8 )-alkylcarbonyl-, (CrCe)- 
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alkanoylamino-, (Cs-C-^-arylsuifonyiamino-, (Ci-C 6 )-alky!sulfonylamino-, (Ci-C 6 )- 
alkyiamino-, di-((Ci-C 5 )-alkyl)amino-, (CrC 6 )-alkyisulfonyl-, (Ci-C 6 )- 
alkylaminosulfonyl-, (C5-Ci 4 )-arylaminosulfonyl-, (C 5 -Ci4)-aryl-(CrC 8 )- 
alkyiaminosulfonyl, (C 5 -Ci 4 )-arylsulfonyi-, (C5-Ci4)-aryl-(Ci-C 8 )-alkylsulfonyi, (C5-C14)- 
aryl and {C 5 -Ci4)-heteroaryi, and where all residues R 6 and R 6 are independent of 
one another and can be identical or different; 

R 7 is (Ci-C 4 )-alkanediyl or a direct bond, where all residues R 7 are independent of 
one another and can be identical or different; 

R 8 and R 8 are hydroxy, (Ci-C 8 )-alkoxy, (Cs-Cuj-aryl-Cd-Cs^alkoxy-, (C5-C14)- 
aryioxy, (Ci-C 8 )-aIkylcarbonyloxy-(Ci-C4}-aIkoxy-, (C 5 -Ci4)-ary!-(Ci-C 8 )- 
alkylcarbonyloxy-(C r C 8 )-alkoxy-, NR 6 R 6 , (di-({Ci-C 8 )-alkyl)amino)carbonyimethyloxy- 
, (di-((C5-Ci4)-aryl-(Ci-C8)-alkyl)-amino)carbonylmethyloxy-, (C 5 -Ci 4 )-arylamino-, the 
residue of an amino acid, N-((CrC 4 )-alkyl}-piperidin-4-yloxy- I 2-methylsulfonylethoxy- 
, 1,3-thiazol-2-y!methyloxy-, 3-pyridylmethyIoxy-, 2-(di-{(Ci-C4)-alkyl)amino}-ethoxy or 
the residue Q* {CH 3 ) 3 N + -CH2-CH2-0- in which Q' is a physiologically tolerable anion, 
where all residues R 8 and R 8 ' are independent of one another and can be identical or 
different; 

n is zero, one, two, three, four or five; 

m is zero, one, two, three, four or five; 

i is zero or one; 

q is zero, one or two; 

r is zero, one or two; 

s is zero, one, two or three; 

t is zero, one, two, three, four, five, six, seven or eight; 

p is zero, one or two, where all numbers p are independent of one another and can 
be identical or different; 

in all their stereoisomers forms and mixtures thereof in all ratios, and their 
physiologically tolerable salts and their prodrugs; 
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where, instead of the purine structure shown in formula I, also a 3-deazapurine 
structure, a 7-deazapurine structure or a 7-deaza-8-azapurine structure can be 
present. 

All residues and numbers (or indices) which can occur several times in the 
compounds of the formula I, for example the residues B, R\ R 2 , R 3 , R 5 , R 6 . R 6 , R 7 or 
the number p but also all other residues and numbers to which this applies, can each 
independently of one another have the meanings indicated. They can all be identical 
or different. Likewise, heteroatoms in heterocyclic rings or substituents in residues 
which can be present several times can in each case independently of one another 
have the meanings indicated and can all be identical or different. 

Alky! residues can be straight-chain or branched and can be saturated or mono- 
unsaturated or poly-unsaturated. This also applies if they carry substituents or occur 
as substituents on other residues, for example in alkoxy residues, alkoxycarbonyl 
residues or arylalkyl residues. Substituted alkyl residues can be substituted in any 
suitable position. Examples of alkyl residues containing from 1 to 18 carbon atoms 
are methyl, ethyl, propyl, butyl, pentyi, hexyl, heptyl, octyl, nonyl, decyl, undecyl, 
dodecyi, tetradecyl, hexadecyl and octadecyl, the n-isomers of all these residues, 
isopropyl, isobutyt, isopentyl, neopentyl, isohexyl, isodecyl, 3-methylpentyl, 2,3,4- 
trimethylhexyl, sec-butyl, tert-butyl, or tert-pentyl. A preferred group of alkyl residues 
is formed by the residues methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyt, sec- 
butyl and tert-butyl. 

Unsaturated alkyl residues can contain one or more, for example one, two or three, 
double bonds and/or triple bonds. Of course, an unsaturated alkyl residue has to 
have at least two carbon atoms. Examples of unsaturated alkyl residues are alkenyi 
residues such as vinyl, 1-propenyl, aliyl, buteny! or 3-methyl-2-butenyl, or atkynyi 
residues such as ethynyt, 1-propynyl or propargyt. Alkyl residues can also be 
unsaturated when they are substituted. Preferably an unsaturated alkyl residue is 
mono-unsaturated and contains one double bond or triple bond. 
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The above statements relating to alky! residues correspondingly apply to divalent 
residues like alkanediy! residues, alkenediyl residues, alkynediyl residues, alkylene 
residues, alkenylene residues, alkynylene residues. Thus, alkanediy! residues, 
5 alkenediyl residues and alkynediyl residues can also be straight-chain or branched. 
The bonds via which the divalent residues are connected to their neighbouring 
groups can be located in any desired position. Examples of alkanediyl residues and 
alkylene residues are methylene (-CH 2 -), methyl-methylene (1,1-ethanediyl) 
q (-C(CH 3 )H-), dimethyl-methylene (2,2-propanediy!) (-C(CH 3 ) 2 -), 1 ,2-ethylene 
P s 1 0 (-CH 2 -CH 2 -), 1 ,3-propyiene {-CH2-CH2--CH2-) or 1 ,4-butylene (-CH2-CH2-CH2-CH2-). 
fej Examples of alkenylene residues are vinylene or propenylene, examples of 

S alkynylene residues are ethynylene or propynylene. 

M 

O Cycloalkyl residues can be monocyclic, bicyciic or tricyclic, t. e., they can be 

Si 15 monocycloalkyl residues, bicycloalkyl residues and tricycloalkyl residues, provided 

they have a suitable number of carbon atoms and the parent hydrocarbons are 
fij stable. A bicylic or tricyclic cycioalky! residue has to have at least 4 carbon atoms. 

Preferably a bicyciic or tricyclic cycioalkyl residue has at least 5 carbon atoms, more 
preferably at least 6 carbon atoms, and up to the number of carbon atoms specified 
20 in the respective definition. Thus, (C 3 -C-i 4 )-cycloalkyl comprises but is not limited to, 
for example, (C 3 -Ci4)-monocycioalkyl, (C 6 -Ci 4 )-bicycloalkyl and (C 6 -Ci 4 )-tricycloalkyl, 
and (C 3 -Ci 2 )-cycloaIky! comprises but is not limited to, for example, (C 3 -C-i2)- 
monocycloalkyl, (C 6 -C-t 2 )-bicycloalkyl and (C 6 -C 12 )-tricycloalkyl. 

25 Monocycloalkyl residues are, for example, cyclopropyi, cyclobutyl, cyclopentyl, 
cyclohexyl, cycioheptyl, cyclooctyl, cyclononyl, cyclodecyl, cycloundecyl, 
cyclododecyl or cyclotetradecyl which can also be substituted by, for example, {C1- 
C 4 )-alkyI. Examples of substituted cycloalkyl residues which may be mentioned are 4- 
methylcyclohexyl and 2,3-dimethylcyclopentyl. 

30 

Bicycloalkyl residues and tricycloalkyl residues can likewise be unsubstituted or 
substituted in any desired suitable position, for example by one or more oxo groups 
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and/or one or more identical or different (CrC 4 )-alkyl groups, for example methyl or 
isopropyl groups, preferably methyl groups. The bond via which the bicyciic or the 
tricyclic residue is bonded can be located in any desired position in the molecule; the 
residue can thus be bonded via a bridgehead atom or an atom in a bridge. The bond 
5 via which the residue is bonded can also be located in any desired stereochemical 
position, for example in an exo-position or an endo-position. 

, Examples of parent structures of bicyciic ring systems are norbornane 

) (= bicyclo[2.2.1]heptane), bicyclo[2.2.2]octane and bicyclo[3.2.1]octane. An example 

I 

|1 0 of a system substituted by an oxo group is camphor (= 1 ,7,7-trimethyl-2- 

oxobicycio[2.2.1]heptane). Examples of parent structures of tricyclic systems are 
twistane (= tricyclo[4.4.0.0 3B ]decane, adamantane (= tricycio[3.3.1.1 3 ' 7 Jdecane), 
noradamantane (= tricyclo[3.3.1.0 3 ' 7 ]nonane), tricyclo[2.2.1.0 2 ' 6 }heptane, 
P tricyclo[5.3.2.0 4,9 ]dodecane, tricycio[5.4.0.0 2 ' 9 ]undecane or 

FU'15 trtcyclo[5.5.1 .0 3,11 ]tridecane. A residue derived from adamantane can be 1-adamantyl 
or 2-adamantyl. 

(C5-Cu)-Aryl includes heterocyclic (C 5 -Ci 4 )-aryi residues (= {C 5 -Ci 4 )-heteroaryl 
residues) in which one or more of the 5 to 14 ring carbon atoms are replaced by 
20 heteroatoms such as nitrogen, oxygen or sulfur, and carbocyclic {Ce-C-^-aryl 

residues. Examples of carbocyclic (Ce-CuJ-aryl residues are phenyl, naphthy! such 
as 1-naphthyl or 2-naphthyl, biphenylyl such as2-biphenylyl, 3-biphenyiyl or 4- 
biphenylyi, anthryl orfiuorenyl, where (C 6 -Ci2)-aryl residues, in particular 1-naphthyl, 
2-naphthyi and phenyl, are preferred. If not stated otherwise, ary! residues, in 
25 particular phenyl residues, can be unsubstituted or substituted by one or more, 
preferably one, two or three, identical or different substituents. In particular 
substituted aryl residues can be substituted by identical or different residues from the 
series consisting of (CrCsJ-aikyl, in particular (d-C 4 )-alky!, <Ci-C 8 )-alkoxy, in 
particular (Ci-C 4 )-alkoxy, fluorine, chlorine and bromine, nitro, amino, (CrC 4 )- 
30 alkylamino, di-((Ci-C 4 )-alkyl)amino, trifluoromethyl, hydroxy, methylenedioxy, cyano, 
hydroxycarbonyl-, aminocarbonyl-, (Ci-C 4 )-alkoxycarbonyl-, phenyl, phenoxy, benzyl, 
benzyloxy, tetrazolyl, (R 9 0) 2 P(0)- and (R 9 0) 2 P(0)-0- where R 9 is hydrogen, (d- 



c: 

n 
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Cio)-alkyl, {C 6 -C 14 )-aryi or (C 6 -C 14 )-aryl-(Ci-C 8 )-alkyl. In general, only up to two nitro 
groups can be present in the compounds of formula I, and similarly all other groups, 
substituents or heteroatoms mentioned in the definition of the compounds of formula 
[ can only be present in the compounds of formula I in such positions and in such 
numbers and in such combinations that the resulting molecule is stable and does not 
exhibit characteristics that are not desired for the intended use. 

In monosubstituted phenyl residues the substituent can be located in the 2-position, 
the 3-position or the 4-position, the 3-position and the 4-position being preferred. If 
phenyl is disubstituted, the substituents can be in 2,3-position, 2,4-position, 2,5- 
position, 2,6-position, 3,4-position or 3,5-position. Preferably in disubstituted phenyl 
residues the two substituents are arranged in 3,4-position relative to the linkage site. 
In trisubstituted phenyl residues, the substituents can be in 2,3,4-position, 2,3,5- 
position, 2,3,6-position, 2,4,5-position, 2,4,6-position or 3,4,5-position. Similarly, 
naphthyl residues and other aryl residues can be substituted in any desired position, 
for example a 1 -naphthyl residue in the 2-, 3-, 4-, 5-, 6-, 7- and 8-position, a 2- 
naphthyl residue in the 1-, 3-, 4-, 5-, 6-, 7- and 8-position. 

Beside carbocyclic systems, (C 5 -Ci 4 )-aryl groups can also be monocyclic or 
polycyciic, for example monocyclic, bicyclic or tricyclic, aromatic ring systems in 
which 1 , 2, 3, 4 or 5 ring carbon atoms are replaced by heteroatoms, in particular by 
identical or different heteroatoms from the series consisting of nitrogen, oxygen and 
sulfur. Examples of heterocyclic (C 5 -Ci 4 )-aryl groups and (C 5 -Ci 4 )-heteroaryl groups 
are pyridyl like 2-pyridyl, 3-pyridyl and 4-pyridyl, pyrrolyl like 2-pyrrolyl and 3-pyrrolyi, 
furyl like 2-furyl and 3-furyl, thienyl like 2-thienyl and 3-thienyI, imidazolyl, pyrazolyl, 
oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, tetrazolyi, pyridazinyl, pyrazinyl, 
pyrimidinyl, indolyl, isoindolyi, indazolyl, phthalazinyi, quinolyl, isoquinolyl, 
quinoxalinyl, quinazolinyl, cinnolinyl, p-carbolinyl, or benzo-fused, cyclopenta-fused, 
cyclohexa-fused or cyclohepta-fused derivatives of these residues. The heterocyclic 
systems can be substituted in any suitable position by the substituents listed above 
with respect carbocyciic aryl systems. 
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In the series of these heteroaryi groups, monocyclic or bicyclic aromatic ring systems 
which have 1, 2 or 3 ring heteroatoms, in particular 1 or 2 ring heteroatoms, from the 
series consisting of nitrogen, oxygen and sulfur and which can be unsubstituted or 
substituted by 1 , 2 or 3 substituents from the series consisting of (Ci-C 6 )-alkyl, (C r 
5 C 6 )-alkoxy, fluorine, chlorine, nitro, amino, trifluoromethyl, hydroxy, (C1-C4)- 

alkoxycarbonyl-, phenyl, phenoxy, benzyioxy and benzyl, are preferred. Particularly 
preferred here are monocyclic or bicyclic aromatic 5-membered to 10-membered ring 
systems having 1 , 2 or 3 heteroatoms, in particular having 1 or 2 ring heteroatoms, 
from the series consisting of nitrogen, oxygen and sulfur which can be substituted by 

10 1 to 2 substituents from the series consisting of (C 1 -C 4 )-alkyl, (Ci-C 4 )-alkoxy, phenyl, 
phenoxy, benzyi and benzyioxy. More particularly preferred are 5-membered or 6- 
membered monocyclic heteroaryi groups and 9-membered or 10-membered bicyclic 
heteroaryi groups containing 1 or 2, in particular 1 , ring heteroatom from the series 
consisting of nitrogen, oxygen and sulfur which are unsubstituted or substituted as 

15 described before. 

The above statements relating to aryl residues correspondingly apply to divalent 
arylene residues including heteroarylene residues. Arylene residues can be bonded 
to their neighbouring groups via any desired suitable positions. If an arylene residue 

20 is derived from a benzene ring the residue can be 1 ,2-phenylene, 1 ,3-phenylene or 
1 ,4-phenyiene, the latter two residues being preferred and 1 ,4-phenylene being 
especially preferred. If an arylene or heteroarylene residue is derived from a pyridine 
ring the two bonds via which it is connected can be in 1,2-position, 1,3-position or 
1 ,4-position with respect to each other and in any desired position with respect to the 

25 ring nitrogen atom. Thus, a pyridinediyl residue can be, for example, 2,3-pyridinediyl, 
2,4-pyridinediyl, 2,5-pyridinediyl, 2,6-pyridinediyl or 3,5-pyridinediyl. The above 
statements relating to aryl residues also correspondingly apply to the aryl moiety in 
groups like, for example, aryl-alkyl-. Examples of aryl-alkyl- residues which can also 
carry in the aryl moiety the substituents listed above, are benzyl, 1-phenyiethyl or 2- 

30 phenylethyi. 
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The tetrahydro[1 ,8]naphthyridine ring depicted in formula I can be bonded to the 4- 
position of the 6-membered ring containing the group Z via any of the three positions 
in the aromatic ring, i. e. it can be a 5,6,7,84etrahydro[1,8}naphthyridin-2-yi residue, a 
5,6,7,8-tetrahydro[1,8Jnaphthyridin-3-yl residue or a 5,6,7,8- 
5 tetrahydro[1 ,8]naphthyridin-4-yl residue. Preferably it is a 5,6,7,8- 

tetrahydro[1,8]naphthyridin-2-yl residue or a 5,6,7,8-tetrahydro[1,8]naphthyridin-3-yl 
residue, particularly preferably a 5,6,7,8-tetrahydro[1,8]naphthyridin-2-yl residue. 

Examples of saturated and unsaturated rings, in particular of 3-membered to 7- 
1 0 membered saturated or unsaturated rings which can contain one or two heteroatoms 
such as nitrogen, sulfur or oxygen and which can optionally be monosubstituted or 
disubstituted by residues from the series consisting of =0, =S and R 3 , are 
cyclopropane, cyclobutane, cyclopentane, cyclohexane, cycloheptane, cyclopentene, 
cyclohexene, cycloheptene, tetrahydropyran, 1,4-dioxacyclohexane, morphoiine, 
15 thiomorpholine, piperazine, piperidine, pyrrolidine, dihydroisoxazole, 

tetrahydroisoxazole, 1 ,3-dioxolane, 1 ,2-dithiolane, 2,3-dihydrofuran, 2,5-dihydrofuran, 
tetrahydrofuran, 2,3-dihydrothiophene, 2,5-dihydrothiophene, 2-imidazoline, 3- 
imidazoiine, 4-imidazoline, 2-oxazoline, 3-oxazoline, 4-oxazoiine, 2-thiazoline, 
3-thiazoline, 4-thiazoline, thiazolidine, 2H-thiapyran, 2H-pyran, 4H-pyran. 

20 

The residue of an amino acid representing R 8 or R 8 is obtained from the 
corresponding amino acid, as is customary in peptide chemistry, by formally 
removing a hydrogen atom from an amino group. This amino group is then linked in 
peptide fashion through an amide bond to the C(O) group in the group R 8 -C(0)-, to 

25 the CS group in the group R 8 -CS-, etc. The amino acid from which R 8 or R 8 can be 
derived can be a natural or unnatural amino acid and can be present in any 
stereochemical form, for example in the D form, the L form or in the form of a mixture 
of stereoisomers, for example in the form of a racemate. Preferred amino acids are 
a-amino acids and B-amino acids, a-amino acids being particularly preferred. 

30 Suitable amino acids which may be mentioned include, but are not limited to, Aad, 
Abu, yAbu, ABz, 2ABz, eAca, Ach, Acp, Adpd, Ahb, Aib, BAib, Ala, SAia, AAla, Alg, 
All, Ama, Amt, Ape, Apm, Apr, Arg, Asn, Asp, Asu, Aze, Azi, Bai, Bph, Can, Cit, Cys, 
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(Cys) 2 , Cyta, Daad, Dab, Dadd, Dap, Dapm, Dasu, Djen, Dpa, Dtc, Fel, Gin, Glu, Gly, 
Guv, hAla, hArg, hCys, hGIn, hGlu, His, hlie, hLeu, hLys, hMet, hPhe, hPro, hSer, 
hThr, hTrp, hTyr, Hyi, Hyp, 3Hyp, lie, Ise, Iva, Kyn, Lant, Lcn, Leu, Lsg, Lys, (3Lys, 
ALys, Met, Mim, Min, nArg, Nle, Nva, Oly, Orn, Pan, Pec, Pen, Phe, Phg, Pic, Pro, 
5 APro, Pse, Pya, Pyr, Pza, Qin, Ros, Sar, Sec, Sem, Ser, Thi, pThi, Thr, Thy, Thx, 
Tia, Tie, Tly.Trp, Trta.Tyr, Vai, tert-butylglycine (Tbg), neopentylglycine (Npg), 
cyciohexylglycine (Chg), cyclohexylaianine (Cha), 2-thienylalanine (Thia), 2,2- 
diphenylaminoacetic acid, 2-(p-tolyl)-2-phenyiaminoacetic acid, 2-(p- 
O chiorophenyl)aminoacetic acid (cf. Houben-Weyl, Methoden der organischen Chemie 
% 10 [Methods of Organic Chemistry], Volume 15/1 and 15/2, Georg Thieme Verlag, 
R Stuttgart, 1974). Functional groups in amino acids can be present in protected form 
C3 or can be derivatized. For example, a carboxylic acid group present in an amino acid 

can also be present in the form of an ester or amide such as, for example, methyl 
O ester, ethyl ester, n-propyl ester, isopropyl ester, isobutyl ester, tert-butyl ester, 
|j 15 benzyl ester, unsubstituted amide, methylamide, ethylamide, a>-amino-(C 2 -C 8 )- 
|| alkylamide or semicarbazide. Examples of protective groups such as, for example, 
W urethane protective groups, carboxyl protective groups and side-chain protective 
groups are Aloe, Pyoc, Fmoc, Tcboc, Z, Boc, Ddz, Bpoc, Adoc, Msc, Moc, Z(N0 2 ), 
Z(Haln), Bobz, lboc, Adpoc, Mboc, Acm, tert-butyi, OBzl, ONbzl, OMbzl, Bzl, Mob, 
20 Pic, Trt. 

Optically active carbon atoms present in the compounds of the formula i can 
independently of one another have R configuration or S configuration. The 
compounds of the formuia I can be present in the form of pure enantiomers or pure 

25 diastereomers or in the form of mixtures of enantiomers, for example in the form of 
racemates, or of mixtures of diastereomers. The present invention relates to both 
pure enantiomers and mixtures of enantiomers as well as to pure diastereomers and 
mixtures of diastereomers. The invention comprises mixtures of two or of more than 
two stereoisomers of the formula i, and it comprises all ratios of stereoisomers in the 

30 mixtures. Compounds of the formula I containing respective structural units can also 
be present as E isomers or Z isomers (or trans isomers or cis isomers). The invention 
relates to both pure E isomers, pure Z isomers, pure cis isomers, pure trans isomers 
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and to E/Z mixtures and cis/trans mixtures in all ratios. The invention also comprises 
all tautomeric forms of the compounds of the formula I. Diastereomers, including E/Z 
isomers, can be separated into the individual isomers, for example, by 
chromatography. Racemates can be separated into the two enantiomers by 
5 customary methods, for example, by chromatography on chiral phases or by 
resolution, for example by crystallization of diastereomeric salts obtained with 
optically active acids or bases. Stereochemically unifom compounds of the formula I 
can also be obtained by employing stereochemically uniform starting materials or by 
using stereoselective reactions. 

10 

Physiologically tolerable salts of the compounds of formula I are nontoxic salts that 
are physiologically acceptable, in particular pharmaceutical^ utilizable salts. Such 
salts of compounds of the formula I containing acidic groups, for example carboxyl, 
are, for example, alkali metal salts or alkaline earth metal salts such as, for example, 

15 sodium salts, potassium salts, magnesium salts and calcium salts, and also salts with 
physiologically tolerable quaternary ammonium ions and acid addition salts with 
ammonia and physiologically tolerable organic amines such as, for example, 
triethylamine, ethanolamine or tris-{2-hydroxyethyl)amine. Basic groups in the 
compounds of the formula I can form acid addition salts, for example with inorganic 

20 acids such as hydrochloric acid, sulfuric acid or phosphoric acid, or with organic 
carboxylic acids and sulfonic acids such as acetic acid, citric acid, benzoic acid, 
maleic acid, fumaric acid, tartaric acid, methanesulfonic acid or p-toluenesulfonic 
acid. Compounds of the formula I which simultaneously contain a basic group and an 
acidic group, for example a carboxyl group in addition to basic nitrogen atoms, can 

25 be present as zwitterions (or betaines or inner salts) which are likewise included by 
the present invention. 

The physiologically tolerable anion Cf which is contained in the compounds of the 
formula I in case R 8 or R 8 is the 2-trimethylammonio-ethoxy- residue is, in particular, 
30 a monovalent anion or an eqivalent of a polyvalent anion of a nontoxic physiologically 
acceptable, in particular also pharmaceutical^ utilizable, inorganic or organic acid, for 
example the anion or an anion equivalent of one of the abovementioned acids 
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suitable for the formation of acid addition salts. Q" can thus be, for example, one of 
the anions (or an anion equivalent) from the group comprising chloride, sulfate, 
phosphate, acetate, citrate, benzoate, maleate, fumarate, tartrate, methanesulfonate 
and p-toluenesu(fonate. 

5 

Salts of compounds of the formula l can be obtained by customary methods known to 
those skilled in the art, for example by combining a compound of the formula I with 
M- an inorganic or organic acid or base in a solvent or diluent, or from other salts by 
q cation exchange or anion exchange. A subject of the present invention are also all 
l ii 10 salts of the compounds of the formula I which, because of low physiologically 
W tolerability, are not directly suitable for use in pharmaceuticals but are suitable, for 
8 example, as intermediates for carrying out further chemical modifications of the 
L compounds of the formula I or as starting materials for the preparation of 
tfJ physiologically tolerable salts. 

3 15 ■ -. - - 

P The present invention moreover includes all solvates of compounds of the formula I, 
for example hydrates or adducts with alcohols, and also derivatives of the 
compounds of the formula I like esters, prodrugs and other physiologically tolerable 
derivatives, as well as active metabolites of the compounds of the formula I. The 

20 invention relates in particular to prodrugs of the compounds of the formula I which 
can be converted into compounds of the formula I under physiological conditions. 
Suitable prodrugs for the compounds of the formula I, i. e. chemically modified 
derivatives of the compounds of the formula I having properties which are improved 
in a desired manner, are known to those skilled in the art. More detailed information 

25 relating to prodrugs and their preparation is found, for example, in Fleisher et al., 
Advanced Drug Delivery Reviews 19 (1996) 115; Design of Prodrugs, H. Bundgaard 
(ed.), Elsevier, 1985; or H. Bundgaard, Drugs of the Future 16 (1991)443; which are 
all incorporated herein by reference. Suitable prodrugs for the compounds of the 
formula I are especially ester prodrugs and amide prodrugs of carboxylic acid groups, 

30 in particular of a COOH group representing R 4 , for example alkyl esters, and also 
acyl prodrugs and carbamate prodrugs of acylatable nitrogen-containing groups such 
as amino groups or the tetrahydronaphthyridine group, in the acyl prodrugs or 
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carbamate prodrugs, one or more, for example one or two, hydrogen atoms on 
nitrogen atoms in such groups are replaced by an acyl group or a carbamate group. 
Suitable acyl groups and carbamate groups for the acyl prodrugs and carbamate 
prodrugs are, for example, the groups R 10 -C(O)- and R 11 0-C(0)-, in which R 10 is 
5 hydrogen, (Ci-Ci 8 )-alkyi, (Cs-d^-cycloalkyl, (C3-Ci4)-cycloalkyl-(Ci-C 8 )-alkyl-, (C 5 - 
Cu)-aryi in which 1 to 5 carbon atoms can be replaced by heteroatoms such as 
nitrogen, oxygen or sulfur, or (C 5 -Ci4)-aryl-{Ci-C 8 )-alkyl- in which 1 to 5 carbon atoms 
in the aryi moiety can be replaced by heteroatoms such as nitrogen, oxygen or sulfur, 
and in which R 11 has the meanings indicated for R 10 with the exception of hydrogen. 

0 

The present invention is furthermore not restricted to the compounds shown in 
formula I which contain an actual purine substructure but also includes those 
analogous compounds which instead of the purine substructure shown in formula I 
contain a 3-deazapurine substructure, 7-deazapurine substructure or 7-deaza-8- 
1 5 azapurine substructure, i. e. those compounds which instead of the actual purine ring 
system contain one of the ring systems of formula Ilia, formula Illb or formula llic 
wherein the 6-membered ring which contains the group Z and to which the 
tetrahydronaphthyridine residue is bonded is symbolized by the circular arc attached 
to the group Z. Ail the above and following explanations relating to compounds of the 




formula i correspondingly apply to these compounds. Unless stated otherwise, if 
compounds of the formula I are being discussed then the deaza analogs and deaza- 
25 aza analogs are also included. Preferably, in the compounds of the invention the 
actual purine structure shown in formula i is present, in which the nitrogen atoms in 
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the 3-position and in the 7-position are actually present and a carbon atom to which 
the group Y is bonded is actually present in the 8-position. 

The rings in the compounds of formula I which can carry substituents B, i. e. the 
aromatic ring and the non-aromatic ring in the tetrahydronaphthyridine moiety and 
the 6-membered ring containing the group Z, can independently of one another be 
unsubstituted or substituted where in substituted rings the substituents can be 
present in any desired position. If any of these rings is unsubstituted this means that 
the respective number r or s or t indicating the number of substituents B is zero. In 
such a case, i. e. if any of the rings is unsubstituted and the respective number r, s or 
t is zero, ali positions on that ring which are not occupied by bonds connecting it to 
the neighbouring groups which are depicted in formula I, carry hydrogen atoms. If 
any of the rings is substituted this means that it carries one or more groups or atoms 
different from hydrogen from the group and atoms listed in the definition of B, and 
that the respective number r, s or t is different from zero, in such a case, i. e. if any of 
the rings is substituted and the respective number r, s or t is different from zero, all 
positions on that ring which are not occupied by substituents B or by bonds 
connecting it to neighbouring groups depicted in formula I carry hydrogen atoms. For 
example, the aromatic ring in the tetrahydronaphthyridine moiety has three positions 
to which neighbouring groups or substituents can be bonded. One of these positions 
is occupied by the bond connecting the ring to the 6-mernberd ring containing the 
group Z. If r is zero or one or two then the remaining two positions in the aromatic 
ring carry two hydrogen atoms and no substituent B, or one hydrogen atom and one 
substituent B, or no hydrogen atom and two substituents B, respectively. The number 
r preferably is zero or one, more preferably zero. The number s preferably is zero, 
one or two, more preferably zero. The number t preferably is zero, one, two, three or 
four, more preferably zero, one or two, particularly preferably zero. In a preferred 
embodiment of the invention r, s and t simultaneously are zero, i. e. the aromatic ring 
and the non-aromatic ring in the tetrahydronaphthyridine moiety as well as the 6- 
membered ring containing the group Z do not carry any substituents B but all 
positions not occupied by bonds to neighbouring groups depicted in formula I carry 
hydrogen atoms. The compounds of this preferred embodiment of the invention can 
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thus be represented by the formula ia. In a particularly preferred embodiment of the 
invention the tetrahydronaphthyridine residue is a connected to the 6-membered ring 
containing the group Z via its 2-position leading to compounds of the formula Ib. In 
formulae la and Ib G, X, Y and Z have the meanings given above for formula I. 





N^ G 



la 



lb 



The number n preferably is zero, one or two, more preferably one. 



S MO The number m preferably is zero or one, more preferably zero. 



The number i preferably is one. 



15 



The number q preferably is zero or one, more preferably zero. 

Preferably in the compounds of formula I at least one of the numbers n, m, i and q is 
different from zero. 



The group A preferably is a direct bond, i. e. the groups (CR'R 2 ^ and (CR 1 R 2 ) m are 
20 preferably bonded directly to one another. 



The groups B preferably are independently of one another hydroxy or (Ci-C 6 )-alkyl, 
more preferably hydroxy or {Ci-C 4 )-alkyL 



V 
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The group X preferably is hydrogen, NR 6 R 6 , hydroxy-(C r C € )-a!kyl- or -NH-C(0)-R 6 , 
more preferably hydrogen, NR 6 R 6 or -NH-C(0)-R 6 , particularly preferably hydrogen 
or NH2, more particularly preferably hydrogen. 

5 The group Y preferably is hydrogen. 

The group Z preferably is N, i. e. a nitrogen atom. 

The residues R 1 and R 2 preferably are independently of one another hydrogen or (Cr 
• 10 C 2 )-alkyl, more preferably hydrogen or methyl, particularly preferably hydrogen. 

The residues R 3 preferably are independently of one another R 6 R 6 N-R 7 , 
R 6 OC(0)N(R 5 )R 7 , R 6 S(0) p N(R 5 )R 7 , R 6 C(0)N(R 5 )R 7 or R 6 N(R 6 ')C(0)N{R 5 )R 7 where p 
here is 1 or 2 and preferably p here is 2. More preferably R 3 is R 6 OC(0)N(R 5 )R 7 or 

15 R 6 S(0) p N(R 5 )R 7 where p here is 1 or 2 and preferably p here is 2. Particularly 

preferably R 3 is R 5 OC(0)N(R 5 )R 7 or R 6 S(0) 2 N(R 5 )R 7 . As stated above, in general the 
compounds of the present invention preferably exhibit a suitable degree of stability 
for the intended use. Therefore, in groups like R 6 OC(0)N{R 5 )R 7 , R 6 S(0) p N(R 5 )R 7 and 
R 6 S{0)2N(R 5 )R 7 the residue R 6 preferably has one of the above meanings but does 

20 not denote hydrogen. In a preferred embodiment of the present invention the 

compounds of the formula ! contain a lipophilic residue in the group R 3 . A group of 
such preferred compounds is formed, for example, by those compounds in which R 6 
and/or R 6 ', for example in the group R 6 OC(0)N(R 5 )R 7 or R 6 S(0) 2 N(R 5 )R 7 , is (C4-C14)- 
alkyl, (C 5 -C 14 )-aryJ-(Ci-C4)-alkyl-, for example benzyl, (C 5 -C-| 4 }-cycloalky! or (Cs-Cu)- 

25 cycloalkyl-(Ci-C 4 )-alkyl-, preferred cycloalkyl residues here in particular being the 1- 
adamantyl residue and the 2-adamantyl residue, or is (C5-Ci4)-aryl which is 
substituted with fluorine, chlorine or bromine, preferably chlorine, trifluoromethyi, (d- 
C 6 )-alkyI or (Ci-C 6 )-alkoxy. 

30 R 4 preferably is -C(0)-R 8 . The residue of a 4-membered to 8-membered heterocycle 
representing R 4 preferably is one of the residues tetrazolyl, imidazolyl, pyrazolyl, 
oxazoiyl and thiadiazolyl. 
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ri I 



The residues R 5 preferably are independently of one another hydrogen or {C1-C4)- 
aikyl, more preferably hydrogen or (Ci-C 2 )-alkyi, particularly preferably hydrogen. 

5 The residues R 7 preferably are independently of one another a direct bond or (C1- 
C 2 )-alkanediyi, more preferably a direct bond. 

The residues R 8 and R 8 preferably are independently of one another hydroxy or (C1- 
C 8 )-alkoxy, more preferably hydroxy or (Ci-C 6 )-alkoxy, particularly preferably hydroxy 
10 or (Ci-C 4 )-alkoxy. 

Preferred compounds of the present invention are those compounds of the formula I 
in which one or more of the residues have preferred definitions, or have one or more 
specific denotations of the lists of denotations given in their respective definitions and 
15 in the general explanations on residues, all combinations of such preferred definitions 
and specific denotations being a subject of the present invention. 

A group of preferred compounds is formed, for example, by compounds of the 
formula I in which 

20 

G is a residue of the formula II 

-(CR 1 R 2 ) n -A-(CR 1 R 2 ) m -(CR 1 R 3 )r(CR 1 R 2 ) q -R 4 II 

25 A is a direct bond, -C(0)NR 5 -, -NR 5 C(0)-, -C(O)-, -NR 5 -, -0-, -S-, -S(O)-, -S(0) 2 -, 
(C2-C 4 )-aIkynediyl, (C 2 -C 4 )-alkenediyl, (C 5 -d 4 )-arylene where in the arylene residue 
one, two, three, four or five ring carbon atoms can be replaced by heteroatoms 
selected from the series consisting of nitrogen, oxygen and sulfur, or a divalent 
residue of a 3-membered to 7-membered saturated or unsaturated ring which can 

30 contain one or two ring heteroatoms from the series consisting of nitrogen, sulfur and 
oxygen and which can be monosubstituted or disubstituted by residues from the 
series consisting of =0, =S and R 3 ; 
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B is (Ci-Ci 2 )-alky!, (Cs-CuKycloaikyi, (C 3 -Ci 4 )-cycloalkyi-(Ci-C 8 )-aikyl-, (C 5 -Ci 4 )-aryl, 
(C 5 -Ci4)-aryi-(CrC8)-alkyI-, (C 5 -C 14 )-heteroary!, (C 5 -Ci4)-heteroaryl-(Ci-C 8 )-alkyh 
fluorine, chlorine, bromine, hydroxy, cyano, trifluoromethyi, nitro, hydroxycarbonyh 
5 (Ci-C 6 )-alkoxy, {Ci-C 6 )-alkoxy-(Ci-C6)-alkyl-, (Ci-C 6 )-alkyicarbonyl-, (C 5 -Ci 4 )- 
aryicarbonyl-, (C5-Ci4}-aryl-(Ci-C 8 }-alkylcarbonyl- (Ci-C6)-aikyiaminocarbony!-, (C1- 
C 6 )-a!kanoylamino-, (Ci-C6}-aiky!sulfonyiamino-, (C 5 -Ci4)-arylsuifonylamino-, (C r C 6 )- 
u alkylamino-, di-((Ci-C 6 )-aikyi)amino-, (d-Cehalkyisuifonyl-, {C5-Ci 4 )-ary!sulfonyl-, 
O (C5-Ci4)-aryl-(Ci-C 8 }-alkyisuifony!- t (C 5 -Ci 4 )-aryl or (C 5 -C 14 )-heteroaryl, where all 
|| residues B are independent of one another and can be identical or different; 

0 X is hydrogen, NH 2 , -NH-C(0)-R 6 or OH; 

f;l Y is hydrogen; 

6 

o z is N ; 

R 1 and R 2 independently of one another are hydrogen, fluorine, chlorine, cyano, nitro, 
(Ci-Cio)-aikyl, (C 3 -C 14 )-cycloalkyl, (C 3 -C 14 )-cycfoalkyl-(Ci-C s )-alkyl-, (C 5 -Ci 4 )-aryl, 
20 (C 5 -Ci4)-aryl-(Ci-C 8 )-alky!-, (C 5 -C 14 )-heteroaryf, (C 5 -Ci 4 )-heteroaryl-(Ci-Cs}-alkyl-, 
R 6 -0-R 7 , R 6 S(0) 2 NHR 7 , R 6 OC(0)NHR 7 or R 6 R 6 N-R 7 , where all residues R 1 and R 2 
are independent of one another and can be identical or different; 

R 3 is hydrogen, fluorine, chlorine, cyano, nitro, (Ci-Ci 8 )-alkyl, (C 3 -Ci 4 )-cycloalky!, (C 3 - 
25 d 4 )-cycloalkyl-(d-C 8 }-alkyh (C 5 -Ci4)-aryl, (C 5 -d4)-aryHd-C 8 )-alky[- t (C 5 -C 14 )- 
heteroaryl, (d-d 4 )-heteroaryKd-C B )-atkyl-, R 6 -0-R 7 , R 6 R 6 N-R 7 , R 6 C(0)-0-R 7 , 
R 6 C{0)R 7 , R 6 OC(0)R 7 , R 5 N(R 6 ')C(0)OR 7 , R 6 S(0) p N(R 5 )R 7 , R B OC(0)N(R 5 )R 7 , 
R 6 C(0)N(R 5 )R 7 , R 5 N(R 6 ')C(0)N(R 5 )R 7 , R 5 N(R 6 ')S(0) p N(R 5 )R 7 , R 6 S(0) p R 7 , 
R 5 SC(0)N(R 5 )R 7 , R 6 N(R 6 ')C(0)R 7 or R 6 N(R 6 ')S(0) p R 7 , where alkyl can be mono- 
30 unsaturated or poly-unsaturated and where alkyl, cyclpalkyl, aryl and heteroaryl can 
be monosubstituted or polysubstituted by R 6 , fluorine, chlorine, bromine, cyano, 
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trifluoromethyl, R 6 R 6 NR 7 , nitro, R 6 OC(0)R 7 , R 5 C(0)R 7 , R 6 N(R 6 ')C(0)R 7 , 
R 6 N(R 6 ')S{0) p R 7 or R 6 -0-R 7 and where ali residues R 3 are independent of one 
another and can be identical or different; 

5 R 4 is -C(0)R 8 or -P(0)R 8 R 8 '; 

R 5 is hydrogen, (Ci-Ci 0 )-a!kyl, (C 3 -Ci4)-cycioa]kyl, (C 3 -Ci 4 )-cycloalkyl-(Ci-C 8 )-alkyl- or 
(C5-Cu)-aryl-(Ci-C8)-alkyi-, where all residues R 5 are independent of one another 
and can be identical or different; 



ft R 6 and R 6 are hydrogen, (Ci-Ci 2 )-alky[, (C 3 -Ci4)-cycloalkyl, (C 3 -Ci 4 )-cycloalkyl-(Ci- 
& C 8 )-alkyh (C 5 -C 14 )-ary!, (C 5 -Ci4)-aryl-(Ci-C 8 )-alkyl-, (C 5 -Ci 4 )-heteroaryl or (C 5 -C 14 )- 
Q heteroaryl-(Ci-C8)-alkyl- where aryl, heteroaryl, cycloalkyl and alkyl can be 
= " substituted one, two or three times by identical or different substituents from the 
~ 15 series consisting of fluorine, chlorine, bromine, cyano, trifluoromethyl, nitro, 
ry hydroxycarbonyl-, (Ci-C 6 )-a!kyl, (CrC 6 )-aikoxy, (CrC 6 )-alkoxy-(Ci-C6)-alkyl-, (C 5 - 
Ci4)-arylcarbonyl-, (C5-Ci4)-aryl-(CrC 6 )-alkylcarbonyl-, (Ci-C6)-alkanoylamino-, (C 5 - 
Ci4)-ary!sulfonylamino-, (CrCeJ-alkyisuffonylamino-, (C-rC6)-alkylamino-, df-((Ci-Ce)- 
aIkyl)amino-, {Ci-C6)-alkylsulfonyl-, (C 5 -Ci4)-aryl and (C 5 -Ci 4 )-heteroaryl, and where 
20 all residues R 6 and R 6 are independent of one another and can be identical or 
different; 

R 7 is (Ci-C 4 )-alkanediyl or a direct bond, where all residues R 7 are independent of 
one another and can be identical or different; 

25 

R 8 and R 8 ' are hydroxy, <Ci-C 8 )-aikoxy, (C 5 -Ci 4 )-aryl-(Ci-C 8 )-alkoxy-, (Ci-C 8 >- 
aikylcarbonyloxy-(Ci-C 4 )-alkoxy- or NR 6 R 6 where al! residues R 8 and R 8 are 
independent of one another and can be identical or different; 

30 n is zero, one, two, three, four or five; 
m is zero, one, two, three, four or five; 
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i is zero or one; 
q is zero, one or two; 
r is zero, one or two; 
s is zero, one, two or three; 
5 t is zero, one, two, three, four, five, six, seven or eight; 

p is zero, one or two, where all numbers p are independent of one another and can 
be identical or different; 

pi in all their stereoisomeric forms and mixtures thereof in all ratios, and their 
0 physiologically tolerable salts and their prodrugs; 

5 where in this group of compounds the analogs of the compounds of formula I having 

6 a 3-deazapurine structure, a 7-deazapurine structure or a 7-deaza-8-azapurine 
O structure are not included. 

g A group of more preferred compounds is formed, for example, by compounds of the 

m formula I in which 

G is a residue of the formula II 

20 

-(CR 1 R 2 ) n -A-(CR 1 R 2 ) m -(CR 1 R 3 ) r (CR 1 R 2 ) q -R 4 1 1 

A is a direct bond, -C(0)NR 5 -, -NR 5 C{0)-, -C(O)-, -NR 5 -, -0-, -S(0) 2 -, (C 2 -C 4 )- 
alkynediyi, (C2-C4)-aikenediyl or (Cs-Ci4)-aryiene where in the arylene residue one, 
25 two or three ring carbon atoms can be replaced by heteroatoms from the series 
consisting of nitrogen, oxygen and sulfur; 

B is (Ci-C 6 )-aIky!, (C 3 -C u }-cycloalkyl, (C 3 -Ci4}-cycloalkyl-(Ci-C 4 )-alkyl-, (C5-C 14 )-aryl, 
(C 5 -C 14 }-aryl-(Ci-C4)-alky!-, (C 5 -Ci4)-heteroaryl, (C5-C 14 )-heteroaryl-{Ci-C4)-alkyl-, 
30 fluorine, chlorine, bromine, hydroxy, cyano, trifiuoromethyl, hydroxycarbonyl-, (C r 
C 6 )-alkoxy, {Ci-Ce)-alkylcarbonyl-, (C5-Ci 4 )-arylcarbonyl-, (Ci-C6)-alkanoylamino-, 
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(C r C 6 )-alkylamino-, di-((Ci-C 6 )-alkyl)amino-, (C 5 -C 14 )-aryl or (C 5 -d 4 )-heteroaryl, 
where ali residues B are independent of one another and can be identical or different; 

X is hydrogen, NH 2 or -NH-C(0)-R 6 ; 

5 

Y is hydrogen; 
ZisN; 

§10 R 1 and R 2 are hydrogen, fluorine, chlorine, cyano, (CrC 4 )-alkyl, {C 3 -Ci 4 )-cycloalkyl, 
6 (C 3 -Ci 4 )-cycloalkyi-(Ci-C 4 }-a!kyl-, (C 5 -Ci 4 )-aryl, (C 5 -Ci4)-aryl-(Ci-C 4 }-a[kyl-, (C 5 -C 14 )- 
| heteroaryl, <C 5 -Ci 4 )-heteroary!-{Ci-C 4 )-alkyh R 6 S(0) 2 NHR 7 or R 6 OC(0)NHR 7 , where 
^ all residues R 1 and R 2 are independent of one another and can be identical or 
S different; 
m15 

R 3 is hydrogen, fluorine, chiorine, cyano, nitro, (Ci-Ci 8 )-aikyl, (C 3 -Ci 4 )-cycloalkyI, (C 3 - 
% Ci 4 )-cycloalkyl-(Ci-C 8 )-alkyl-, (C 5 -Ci 4 )-aryi, (Cs-C^^aryl-ld-CsJ-alkyl-, (C 5 -Ci 4 )- 
heteroaryl, (C 5 -Ci 4 )-heteroaryl-(Ci-C 8 )-alkyl-, R 6 R 5 N-R 7 , R 6 C(0)R 7 , 
R 6 N(R 6 ')C{0)OR 7 , R 6 S(0) p N{R 5 )R 7 , R 6 OC(0)N{R 5 )R 7 , R 6 C(0)N(R 5 )R 7 , 
20 R 6 N(R 6 ')C(0)N(R 5 )R 7 , R 6 N(R 6 ')S(0) p N(R 5 )R 7 , R 6 S(0) p R 7 , R e N(R 6 *)C(0)R 7 or 
R 6 N(R 6 ')S(0) p R 7 , where alkyl can be mono-unsaturated or poly-unsaturated and 
where alkyl, cycloalkyl, aryl and heteroaryl can be monosubstituted or polysubstituted 
by R 6 , fluorine, chlorine, bromine, cyano, trifluoromethyl, R 6 R 6 NR 7 , R 6 C(0)R 7 , 
R 6 N(R 6 *)C(0)R 7 , R 6 N(R 6 ')S(0) p R 7 or R 6 -0-R 7 ; 

25 

R 4 is -C(0)R 8 ; 

R 5 is hydrogen or (Ci-C 4 )-alkyl, where all residues R 5 are independent of one another 
and can be identical or different; 

30 
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R 6 and R 6 ' are hydrogen, (CrCt 2 )-alkyl, (C 3 -C 14 )-cycloalkyl, (C 3 -Ci 4 )-cycloalkyi-(Ci- 
C 8 )-aIkyh (Cs-CuJ-aryl, (Cs-CuVaryHd-CsJ-alkyh (C 5 -Ci 4 )-heteroaryi or (C 5 -Ci 4 )- 
heteroaryl-(Ci-C 8 )-alkyl- where aryl, heteroaryi, cycloalky! and alkyl can be 
substituted one, two or three times by identical or different substituents from the 
5 series consisting of fluorine, chlorine, bromine, cyano, trifiuoromethyl, {C-rC 6 )-aikyl, 
(Ci-C 6 )-alkoxy, (Ci-C 6 )-alkylamino-, di-((Ci-C 6 )-alky])amino-, (C 5 -Ci 4 )-aryl and (C 5 - 
C 14 )-heteroaryl, and where all residues R 6 and R 6 ' are independent of one another 
and can be identical or different; 



S10 R 7 is (Ci-C 2 )-alkanediyl or a direct bond, where all residues R 7 are independent of 

W one another and can be identical or different; 

C3 

% R 8 is hydroxy or (Ci-C 8 )-alkoxy; 



m is zero or one; 
i is zero or one; 
q is zero or one; 
r is zero, one or two; 
20 s is zero, one or two; 

t is zero, one, two, three or four; 

p is zero, one or two, where all numbers p are independent of one another and can 
be identical or different; 

25 in all their stereoisomer^ forms and mixtures thereof in all ratios, and their 
physiologically tolerable salts and their prodrugs; 

where in this group of compounds the analogs of the compounds of formula I having 
a 3-deazapurine structure, a 7-deazapurine structure or a 7-deaza-8-azapurine 
30 structure are not included. 




n is zero, one. two, three, four or five; 



A group of particularly preferred compounds is formed, for example, by compounds 
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of the formula I in which 

G is a residue of the formula !i 

-(CR 1 R 2 )„-A-(CR 1 R 2 MCR 1 R 3 ) r (CR 1 R 2 VR 4 II 

A is a direct bond, -C(0)NR 5 -, -NR 5 C(0)-, -0(0)-, -NR 5 - or (C 5 -Ci 4 )-aryiene where in 
the arylene residue one or two ring carbon atoms can be replaced by heteroatoms 
from the series consisting of nitrogen, oxygen and sulfur; 

B is (Ci-C 6 )-alkyl, chlorine, hydroxy, cyano, trifluoromethyl, (Ci-C 6 )-alkoxy, (Ci-C 6 )- 



W alkylcarbonyi-, (Ci-C 6 )-alkanoylamino-, (Ci-C 6 )-alkylamino- or di-((Ci-C 6 )- 
C a!kyl)amino-, where all residues B are independent of one another and can be 
identical or different; 

X is hydrogen; 

Y is hydrogen; 

20 ZisN; 

R 1 and R 2 are hydrogen, (Ci-C 4 )-alkyI, R 6 S(0) 2 NHR 7 or R 6 O0(O)NHR 7 , where all 
residues R 1 and R 2 are independent of one another and can be identical or different; 

25 R 3 is hydrogen, (d-C^-alkyl, (C 3 -Ci4)-cycloalkyl, (C3-Ci4}-cycloalkyi-(Ci-C 6 )-alkyl-, 
(C 5 -Ci 4 )-aryl, (C 5 -Ci 4 )-aryl-(Ci-C 6 )-alkyl- > (C 5 -C, 4 )-heteroaryl, (C 5 -C 14 )-heteroaryl-(C r 
C 6 }-alkyl-, R 6 R 6 N-R 7 , R 6 S(0) 2 N(R 5 )R 7 , R 6 OC(0)N(R 5 )R 7 or R 6 C(0)N(R 5 )R 7 , where 
alkyl can be mono-unsaturated or poly-unsaturated and where alkyl, cycloalkyl, aryi 
and heteroaryl can be monosubstituted or polysubstituted by R 6 , fluorine, chlorine, 
30 trifluoromethyl, R 6 C(0)R 7 or R 6 -0-R 7 ; 

R 4 is -C(0)R 8 ; 
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R 5 is hydrogen or (Ci-C 4 )-aIkyl, where all residues R 5 are independent of one another 
and can be identical or different; 

5 R 6 and R 6 are hydrogen, (Ci-C 12 )-alkyI, (C 3 -C 14 )-cycloalkyI, {C 3 -Ci 4 )-cycloalkyl-(Ci- 
C 8 )-alkyl-, (C 5 -Ci 4 )-aryl, (Cs-Ci^-aryHd-Csl-alkyh (C 5 -Ci 4 )-heteroaryl or (C 5 -C 14 )- 
heteroaryl-(Ci-C 8 )-alkyl- where aryl, heteroaryl, cycloalkyl and alky! can be 
substituted one, two or three times by identical or different substituents from the 
O series consisting of fluorine, chlorine, bromine, cyano, trifluoromethyl, (Ci-Ce)-alkyl, 
$10 (Ct-C 6 )-alkoxy, (Ci-C 6 )-aIkylamino-, di-((CrC6)-alkyl)amino-, (C 5 -Ci 4 )-aryl and (C 5 - 
P Ci 4 )-heteroaryl, and where all residues R 6 and R 6 ' are independent of one another 
O and can be identical or different; 

R R 7 is (Ci-C 2 )-alkanediyl or a direct bond, where all residues R 7 are independent of 
W 1 5 one another and can be identical or different; 

' 

W r 8 is hydroxy or (Ci-C 6 )-aIkoxy; 

n is zero, one, two, three, four or five; 
20 m is zero or one; 

i is zero or one; 

q is zero or one; 

r is zero or one; 

s is zero, one or two; 
25 t is zero, one, two, three or four; 

in all their stereoisomeric forms and mixtures thereof in all ratios, and their 
physiologically tolerable salts and their prodrugs; 

30 where in this group of compounds the analogs of the compounds of formula I having 
a 3-deazapurine structure, a 7-deazapurtne structure or a 7-deaza-8-azapurine 
structure are not included. 
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A group of more particularly preferred compounds is formed, for example, by 
compounds of the formula I in which 



5 G is a residue of the formula II 



11115 



-(CR 1 R 2 )n-A-(CR 1 RV(CR 1 R 3 HCR 1 R 2 ) q -R 4 



D A is a direct bond; 



W 10 

B is (Ci-C6)-alkyl or hydroxy, where all residues B are independent of one another 



O and can be identical or different; 



X is hydrogen; 



p3£ 

If Y is hydrogen; 

P. i 

8 fa? 



ZisN; 



20 R 1 and R 2 are hydrogen, (Ci-C 4 )-alkyi, R 6 S(0) 2 NHR 7 or R 6 OC(0)NHR 7 , where all 
residues R 1 and R 2 are independent of one another and can be identical or different; 



R 3 is hydrogen, (Ci-Ci 2 )-alkyl, {C3-C 14 )-cycloalkyl, (C 3 -Ci 4 )-cycloalkyl-(Ci-C 6 )-alkyl-, 
(C 5 -Ci4)-aryl, (C 5 -Ci4)-aryl-(Ci-C 6 )-alkyl-, (C 5 -C 14 )-heteroaryl, (C 5 -C 14 )-heteroaryl-(Ci- 
25 C 6 )-alkyl-, R 6 R 6 N-R 7 , R 6 S(0) 2 N(R 5 )R 7 , R 6 OC(0)N(R 5 )R 7 or R 6 C(0)N(R 5 )R 7 , where 
alkyl can be mono-unsaturated or poly-unsaturated and where alky!, cycloalkyl, aryl 
and heteroaryl can be monosubstituted or polysubstituted by R 6 , fluorine, chlorine, 
trifluoromethyl, R 6 C(0)R 7 or R 6 -0-R 7 ; 

30 R 4 is -C(0)R 8 ; 

R 5 is hydrogen or (Ci-C 4 )-alkyl; 
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R 6 and R 6 ' are hydrogen, (Ci-Ci 2 )-aikyl, (C 3 -Ci 4 )-cycloalkyl, (C 3 -Ci 4 )-cycloa!kyKCi- 
C 8 )-alkyl-, (C 5 -C 14 )-aryI, (C 5 -Ci4)-aryi-(Ci-C 8 )-alkyl-, (C 5 -Ci4)-heteroaryl or (C 5 -C 14 )- 
heteroaryl-(Ci-C 8 )-alkyl- where aryl, heteroaryl, cycloalkyl and alkyl can be 
5 substituted one, two or three times by identical or different substituents from the 
series consisting of fluorine, chlorine, bromine, cyano, trifluoromethyl, (CrC 6 )-alkyl, 
(d-C 6 )-alkoxy, (Ci-C 5 )-alkylamino-, di-((Ci-C 6 )-alkyl)amino-, (C 5 -Ci 4 )-aryl and (C 5 - 
Ci 4 )-heteroaryl, and where all residues R 6 and R 6 are independent of one another 

p and can be identical or different; 

MlO 

Q R 7 is a direct bond; 

R 8 is hydroxy or (Ci-C 4 )-alkoxy; 

g 

jfi 15 n is zero, one or two; . 
I? m is zero or one; 

n 

Rj i is zero or one; 
q is zero or one; 
r is zero or one; 
20 s is zero, one or two; 
t is zero; 



in all their stereoisomer'^ forms and mixtures thereof in all ratios, and their 
physiologically tolerable salts and their prodrugs; 

25 

where in this group of compounds the analogs of the compounds of formula I having 
a 3-deazapurine structure, a 7-deazapurine structure or a 7-deaza-8-azapurine 
structure are not included. 

30 A group of especially preferred compounds is formed, for example, by compounds of 
the formula I in which 
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G is a residue of the formula II 



-(CR 1 R 2 ) n -A-(CR 1 RV^R 1 R 3 ) r (CR 1 R 2 ) q -R 4 1 1 

5 A is a direct bond; 



X is hydrogen; 



U Y is hydrogen; 

O10 



Zis N; 

R 1 and R 2 are hydrogen or (Ci-C 2 )-alkyl, where all residues R 1 and R 2 are 
f 3 independent of one another and can be identical or different; 



1(15 



R 3 is R 6 R 6 N-R 7 , R 6 S(0) 2 N(R 5 )R 7 , R 6 OC{0)N(R 5 )R 7 or R 6 C(0)N(R 5 )R 7 ; 
R 4 is -C(0)R 8 ; 



20 R 5 is hydrogen or (Ci-C 2 )-aikyt; 



R 6 and R 6 ' are hydrogen, (Ci-C 12 )-alkyi, (C 3 -Ci 4 )-cycloalky!, (C 3 -C 14 )-cycloalkyl-(Ci- 
CsJ-alkyl-, (C 5 -Ci 4 )-aryl, (Cs-Ci 4 )-aryl-(Ci-C8)-alkyl-, (C 5 -Ci 4 )-heteroaryl or (C 5 -C u )- 
heteroaryl-(Ci-C 8 )-alkyl- where aryl, heteroaryl, cycloalky! and alky] can be 
25 substituted one, two or three times by identical or different substituents from the 
series consisting of fluorine, chlorine, bromine, cyano, trifiuoromethyl, (Ci-C 6 )-alkyl, 
(Ci-Cey-alkoxy, (d-CeJ-alkylamino-, di-((Ci-C 6 )-aikyI)amino-, (C 5 -Cu)-aryl and (C 5 - 
Ci 4 )-heteroaryl, and where the residues R 6 and R 6 are independent of one another 
and can be identical or different; 



R 7 is a direct bond; 
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R 8 is hydroxy or (Ci-C 4 )-alkoxy; 

n is zero, one or two; 
m is zero or one; 
5 i is zero or one; 
q is zero or one; 
r is zero; 
s is zero; 
p t is zero; 



H10 

yj 



X : 3 



3 



in all their stereoisomer^ forms and mixtures thereof in all ratios, and their 
physiologically tolerable salts and their prodrugs; 



where in this group of compounds the analogs of the compounds of formula I having 
1 15 a 3-deazapurine structure, a 7-deazapurine structure or a 7-deaza-8-azapurine 
structure are not" included. 



A group of more especially preferred compounds is formed, for example, by 
compounds of the formula I in which 

20 

G is a residue of the formula II 

-(CR 1 R 2 )n-A-(CR 1 R 2 ) m -(CR 1 R 3 ) r (CR 1 R 2 ) q -R 4 II 
25 A is a direct bond; 
X is hydrogen; 
Y is hydrogen; 

30 

Zis N; 
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R 1 and R 2 are hydrogen; 
R 3 is R 6 S(0) 2 N(R 5 )R 7 or R 6 OC(0)N(R 5 )R 7 ; 
5 R 4 is -C(0)R 8 ; 
R 5 is hydrogen; 

R 6 is (Ci-Ci 2 )-alkyl, (C 3 -Ci 4 )-cycloalkyl, {Cs-Ci^-cycioalkyKd-CsKalkyl-, (C 5 -C 14 )- 
11 0 aryl, (Cs-C^-aryKd-CsJ-alkyl-, (C 5 -Ci 4 )-heteroaryi or (Cs-Ci^-heteroaryHd-Cs)- 
alkyl- where aryi, heteroaryl, cycloalkyl and atkyl can be substituted one, two or three 
times by identical or different substituents from the series consisting of fluorine, 
H chlorine, bromine, cyano, trifiuoromethyl, (CrC 6 )-alkyl, (Ci-C 6 )-alkoxy, (Ci-C 6 >- 
q alkyiamino-, di-((Ci-C 6 )-aikyl)amino-, (C 5 -Ci4)-ary! and (C 5 -C-i 4 )-heteroaryl; 

-p " R 7 is a direct bond; 



U I 



is i 



i >- r f 



30 



R 8 is hydroxy or (d-C 4 )-alkoxy; 



20 n is one; 

m is zero; 

i is one; 

q is zero; 

r is zero; 
25 s is zero; 

t is zero; 



in all their stereoisomer^ forms and mixtures thereof in all ratios, and their 
physiologically tolerable salts and their prodrugs; 

where in this group of compounds the analogs of the compounds of formula I having 
a 3-deazapurine structure, a 7-deazapurine structure or a 7-deaza-8-azapurine 
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structure are not included. 



Further, preferred compounds of the formula i are those in which, in case the number 
i is one, the residue R 1 in the group (CR 1 R 3 )i is hydrogen and the residue R 3 is an 
5 amino group or a substituted amino group, the chirai carbon atom carrying the 
residue R 3 has S configuration, and their physiologically tolerable salts and their 
prodrugs, where with respect to other stereoisomeric centers these compounds can 
be present in all their stereoisomeric forms and mixtures thereof in all ratios. 
^ Examples of residues R 3 that can be present in these preferred compounds of the 
fe-10 formula i are the residues R 6 R 6 N-R 7 , R 6 S(0) 2 N(R 5 )R 7 , R 6 OC(0)N(R 5 )R 7 or 
5 R 6 C(0)N(R 5 )R 7 wherein R 7 is a direct bond. In particular in compounds of the formula 
m I in which the numbers m and q are zero, the numbers i and n are one, A is a direct 
■ Mi bond, R 1 and R 2 are hydrogen, R 3 is one of the residues R 6 R 6 N-R 7 , R 6 S(0) 2 N(R 5 )R 7 , 
R 6 OC(0)N(R 5 )R 7 or R 6 C(0)N(R 5 )R 7 , and R 7 is a direct bond, i. e. for example in the 
fy 15 .compounds which form the above-defined group of more especially preferred 
fi compounds, the chirai carbon atom carryring the residue R 3 preferably has S 
W configuration. 

The present invention also relates to processes of preparation by which the 
20 compounds of the formula I are obtainable and which comprise carrying out one or 
more of the synthesis steps described below. The compounds of the formula I can 
generally be prepared, for example in the course of a convergent synthesis, by 
iinkage of two or more fragments which can be derived retrosynthetically from the 
formula I. In the preparation of the compounds of the formula I it can generally be 
25 advantageous or necessary in the course of the synthesis to introduce functional 
groups which could lead to undesired reactions or side reactions in the respective 
synthesis step in the form of precursor groups which are later converted into the 
desired functional groups, or to temporarily block functional groups by a protective 
group strategy suited to the synthesis problem. Such strategies are welt known to 
30 those skilled in the art (see, for example, Greene and Wuts, Protective Groups in 
Organic Synthesis, Wiley, 1991). As examples of precursor groups nitro groups and 
cyano groups may be mentioned which can later be converted by reduction, for 
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example by catalytic hydrogenation, into amino groups and aminomethyi groups, 
respectively. The protective groups exemplarily mentioned above with respect to 
functional groups in amino acid residues present in the compounds of formula I 
correspondingly can be used as protective groups for functional groups during the 
synthesis of the compounds of formula I. 

For example, for the preparation of a compound of the formula I a building block of 
the formula IV 



Y 




IV 



X 

in which L 1 is a customary nucleophiiicaliy substitutabie leaving group, can be used. 
Suitable groups L 1 are known to those skilled in the art and can be, for example 
chlorine, bromine, iodine, or a sulfonyloxy group like p-toluenesulfonyloxy (-OTos), 
methanesulfonyloxy (-OMes) or trifluoromethanesulfonyloxy (-OTf), preferably 
chlorine or bromine. X and Y in the compounds of formula IV are as defined above 
but functional groups can optionally also be present in the form of precursor groups 
or can be protected by customary protective groups. The compound of the formula IV 
is reacted with a building block of the formula V 

L 2 -(CR 1 R 2 )n-A-(CR 1 R 2 )m-(CR 1 R 3 )r(CR 1 R 2 ) q -R 4 V 

wherein R 1 , R 2 , R 3 , R 4 , A, n, m, i and q are as defined above but wherein functional 
groups can optionally also be present in the form of precursor groups or can be 
protected by customary protective groups, in particular the group R 4 in a compound 
of the formula V can be a precursor group or a protected form of the final group R 4 
that is to be present in the target compound of the formula I to be prepared. For 
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example, a group R 4 is a compound of the formula I denoting hydroxycarbonyl- 
(-COOH) is preferably present in a compound of the formula V as a tert-butyl ester or 
a methyl ester or an ethyl ester group. The group L 2 in the compounds of formula V is 
hydroxy or a customary nucleophiiically substitutabie leaving group. Suitable leaving 
groups L 2 are known to those skilled in the art and can be, for example chlorine, 
bromine, iodine, -OTos, -OMes or -OTf. From the compounds of formulae IV and V a 
compound of formula VI 



is obtained wherein G, X, Y and L 1 are as defined above but wherein functional 
groups can optionally also be present in the form of precursor groups or can be 
protected by customary protective groups. The reaction of the compounds of formula 
IV and V can be carried out according to methods known to those skilled in the art 
(see, for example, J. March, Advanced Organic Chemistry, Fourth Edition, Wiley, 
1992, and source literature quoted therein). Preferably, the reaction is carried out in a 
suitable organic solvent or diluent, for example dichloromethane (DCM), chloroform, 
tetrahydrofuran (THF), diethyl ether, n-heptane, n-hexane, n-pentane, cyciohexane, 
diisopropyl ether, methyl tert-butyl ether, acetonitrile, dimethyiformamide (DMF), 
dimethyisulfoxide (DMSO), dioxane, toluene, benzene, ethyl acetate or a mixture of 
these solvents, if appropriate with addition of a base such as, for example, 
butyliithium, lithium diisopropylamide (LDA), sodium hydride, sodium amide, 
potassium tert-butoxide, calcium carbonate, cesium carbonate, triethylamine, N,N- 
diisopropylethylamine or complex bases (for example sodium amide together with an 
alcoholate R 25 ONa, where R 25 is (C 2 -C 6 )-alkyl or CH3CH 2 OCH 2 CH 2 -). With 
compounds of the formula V in which L 2 is hydroxy the reaction is carried out after 
activation of the hydroxy group, for example by reaction with triphenylphosphine and 



Y 




VI 



X 
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diethyl azodicarboxylate (DEAD) in THF under the conditions of the well-known 
Mitsunobu reaction. 

For the preparation of a compound of the formula I in which 2 is nitrogen a 
compound of the formula VI is then reacted with a compound of the formula Vila, 

( B \s (B) r 




Vila 



wherein B, r, s and t are defined as above but wherein functional groups can 
optionally also be present in the form of precursor groups or can be protected by 
customary protective groups. The reaction of the compounds of the formulae VI and 
Vila can be carried out according to methods well-known to those skilled in the art. 
(see, for example, J. March, Advanced Organic Chemistry, Fourth Edition, Wiley, 
1992, and source literature quoted therein). In the reaction of a compound of the 
formula VI with a compound of the formula Vila a nucleophilically substitutable 
leaving group in one reaction partner is replaced with a nucleophilic nitrogen atom in 
the other reaction partner as in the case of the reaction of the compounds of 
formulae IV and V. The above explanations on solvents or bases suitable for the 
reaction of the compounds of formula IV and V therefore correspondingly apply to the 
reaction of the compounds of formulae VI and Vila. As a base in the reaction of the 
compounds of formulae VI and Vila also an excess of the compound of formula Vila 
can be used. 

For the preparation of a compound of the formula I in which Z is CH a compound of 
the formula VI is reacted with a compound of the formula VI lb, 
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VI lb 



wherein B, r, s and t are defined as above but wherein functional groups can 
optionally also be present in the form of precursor groups or can be protected by 
customary protective groups. The reaction of the compounds of the formulae VI and 
Vllb can be carried out under the conditions of the Stille coupling as described, for 
example, in Langli et a!., Tetrahedron 52 (1996) 5625 or Gundersen, Tetrahedron 
Lett. 35 (1994) 3153, or under the conditions of the Heck coupling as described, for 
example, in Koyama et a!., Nucleic Acids Res., Symp. Ser. 11 (1982)41 which are all 
incorporated herein by reference. 

The reaction of a compound of the formula VI with a compound of the formula Vila or 
Vllb, respectively, leads to a compound of the formula VIII, 




VIII 



X 



wherein B, G, X, Y, 2, r, s and t are defined as above but wherein functional groups 
can optionally also be present in the form of precursor groups or can be protected by 
customary protective groups. Protective groups optionally still present in the 
compounds of the formula VIII are then removed by standard processes. For 
example, tert-butyi ester groups, especially a tert-butyl ester group which represents 
the group R 4 in the group G in the compound of formula VIII and which is a protected 
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form of hydroxycarbonyl group representing R 4 in the target compound of formula I, 
can be converted into the carboxyiic acid groups by treatment with trifluoroacetic 
acid. Benzyl groups can be removed by hydrogenation. Fiuorenyimethoxycarbonyl 
groups can be removed by secondary amines. If desired, further reactions can then 
5 be carried out by standard processes, for example acylation reactions or sulfonyiation 
reactions of amino groups or esterification reactions. Furterh, for example, a 
substituent X in the 2-position of the purine structure can also be introduced at the 
end of the above-described synthesis of the compounds of formula I by known 
q methods per se, for example as described in D. A. Nugiel, J. Org. Chem. 62 (1997) 
F!l0 201 or N. S. Gray, Tetrahedron Lett. 38 (1997) 1 161 and the references quoted 
p therein, and a substituent Y in the 8-position can be introduced by methods known 
q per se as described, for example, in E. J. Reist et al., J. Org. Chem. 33 (1968) 1600; 
^ J. L. Keliey et al., J. Med. Chem. 33 (1990) 196 or E. Vanotti et al., Eur. J. Chem. 29 
O (1994) 287 which are all incorporated herein by reference. In addition, if desired a 



15 compound of the formula VIII or a compound obtained from a compound of the 

P formula VIII can be converted into a physiologically tolerable salt or a prodrug by 

C3 

flj processes known per se to those skilled in the art. 



In the synthesis of a compound of the formula I it is also possible first to react a 
20 compound of the formula IV with a compound of the formula Vila or VHb leading to 
replacement of the group L 1 in the formula IV by the naphthyridinyl-substituted 6- 
membered ring, and subsequently to react the resulting intermediate with a 
compound of the formula V. 

25 The starting compounds of the formulae IV, V, Vila and Vllb which are linked to give 
the compounds of the formula I, are commercially available or can be prepared by or 
analogously to processes described below or in the literature. 

The compounds of the formula I are valuable pharmacologically active compounds 
30 which are suitable, for example, for the therapy and prophylaxis of bone disorders, 
tumor diseases, cardiovascular disorders or inflammatory conditions. The 
compounds of the formula i and their physiologically tolerable salts and their 
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prodrugs can be administered to animals, preferably to mammals, and in particular to 
humans as pharmaceuticals for therapy or prophylaxis. They can be administered on 
their own or in mixtures with one another or in the form of pharmaceutical 
compositions or pharmaceutical preparations which permit enteral or parenteral 
5 administration and which, as active constituent, contain an efficacious dose of at 
least one compound of the formula I and/or its physiologically tolerable salts and/or 
its prodrugs in addition to customary pharmaceutical^ acceptable carrier substances 
and/or additives. 

1 0 The present invention therefore also relates to the compounds of the formula I and/or 
their physiologically tolerable salts and/or their prodrugs for use as pharmaceuticals, 
to the use of the compounds of the formula i and/or their physiologically tolerable 
salts and/or their prodrugs for the production of pharmaceuticals for the therapy and 
prophylaxis of the diseases mentioned above or below, for example for the therapy 

1 5 and prophylaxis of bone disorders, and also to the use of the compounds of the 
formula I and/or their physiologically tolerable salts and/or their prodrugs for the 
therapy and prophylaxis of these diseases and to methods for such therapy and 
prophylaxis. The present invention furthermore relates to pharmaceutical 
compositions (or pharmaceutical preparations) which contain an efficacious dose of 

20 at least one compound of the formula I and/or its physiologically tolerable salts and/or 
its prodrugs and a customary pharmaceutical ly acceptable carrier. 

The pharmaceuticals can be administered orally, for example in the form of pills, 
tablets, lacquered tablets, coated tablets, granules, hard and soft gelatin capsules, 

25 solutions, syrups, emulsions, suspensions or aerosol mixtures. Administration, 

however, can also be carried out rectally, for example in the form of suppositories, or 
parenteral^, for example intravenously, intramuscularly or subcutaneously, in the 
form of injection solutions or infusion solutions, microcapsules, implants or rods, or 
percutaneously or topically, for example in the form of ointments, solutions emulsions 

30 or tinctures, or in other ways, for example in the form of aerosols or nasal sprays. 



The pharmaceutical compositions according to the invention are prepared in a 
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manner known per se and familiar to those skilled in the art, one or more 
compound(s) of the formula I and/or its (their) physiologically tolerable salts and/or its 
(their) prod rugs-being mixed with one or more pharmaceutical^ acceptable inert 
inorganic and/or organic carrier substances and/or additives and, if desired, one or 
more other pharmaceutical^ active compounds and being brought into a suitable 
administration form and dosage form that can be used in human or veterinary 
medicine. For the production of pills, tablets, coated tablets and hard gelatin capsules 
it is possible to use, for example, lactose, com starch or derivatives thereof, talc, 
stearic acid or its salts, etc. Carriers for soft gelatin capsules and suppositories are, 
for example, fats, waxes, semisolid and liquid polyols, natural or hardened oils, etc. 
Suitable carrier substances for the production of solutions, for example injection 
solutions, or of emulsions or syrups are, for example, water, alcohols, glycerol, 
polyols, sucrose, invert sugar, glucose, vegetable oils, etc. Suitable carriers for 
microcapsules, implants or rods are, for example, copolymers of glycolic acid and 
lactic acid. The pharmaceutical compositions normally contain about 0.5 to 90 % by 
weight of the compounds of the formula I and/or their physiologically tolerable salts 
and/or their prodrugs. The amount of the active ingredient of the formula I and/or its 
physiologically tolerable salts and/or its prodrugs in the pharmaceutical compositions 
normally is about 0.2 mg to about 500 mg, preferably about 1 mg to about 200 mg. 

In addition to the active ingredients of the formula I and/or its physiologically tolerable 
salts and/or its prodrugs and carriers, the pharmaceutical compositions can contain 
additives (or auxiliary substances) such as, for example, fillers, disintegrants, binders, 
lubricants, wetting agents, stabilizers, emulsifiers, preservatives, sweeteners, 
colorants, flavorings, aromatizers, thickeners, diluents, buffer substances, solvents, 
solubilizers, agents for achieving a depot effect, salts for altering the osmotic 
pressure, coating agents or antioxidants. They can also contain two or more 
compounds of the formula I and/or their physiologically tolerable salts and/or their 
prodrugs. Furthermore, in addition to at least one compound of the formula ! and/or 
its physiologically tolerable salts and/or its prodrugs, they can also contain one or 
more other therapeutically or prophylactically active ingredients. 
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The compounds of the formula 1 are antagonists of the vitronectin receptor and 
inhibitors of cell adhesion. They have, for example, the ability to inhibit the binding of 
osteoclasts to the bone surface and thereby inhibit bone resorption by osteoclasts. 
The action of the compounds of the formula i can be demonstrated, for example, in 
an assay in which the inhibition of the binding of the isolated vitronectin receptor or of 
cells which contain the vitronectin receptor to a ligand of the vitronectin receptor is 
determined. Details of such an assay are given below. As vitronectin receptor 
antagonists, the compounds of the formula I and their physiologically tolerable salts 
and their prodrugs are generally suitable for the therapy and prophylaxis of diseases 
which are based on the interaction between vitronectin receptors and their iigands in 
cell-cell interaction processes or cell-matrix interaction processes, or which can be 
influenced by an inhibition of interactions of this type, or for the prevention, alleviation 
or cure of which an inhibition of interactions of this type is desired. As explained at 
the beginning, such interactions play a part, for example, in bone resorption, in 
angiogenesis or in the proliferation of cells of the vascular smooth musculature. The 
compounds of the formula I and their physiologically tolerable salts and their 
prodrugs are therefore suitable, for example, for the prevention, alleviation or cure of 
diseases which are caused at least partially by an undesired extent of bone 
resorption, angiogenesis or proliferation of cells of the vascular smooth musculature. 

Bone diseases for whose treatment and prevention the compounds of the formula I 
according to the invention can be employed are especially osteoporosis, 
hypercalcemia, osteopenia, for example caused by metastases, dental disorders, 
hyperparathyroidism, periarticular erosions in rheumatoid arthritis and Paget's 
disease, in addition, the compounds of the formula I can be used for the allevation, 
avoidance or therapy of bone disorders which are caused by a glucocorticoid, steroid 
or corticosteroid therapy or by a tack of sex hormone(s). All these disorders are 
characterized by bone loss which is based on the inequilibrium between bone 
formation and bone destruction and which can be favorably influenced by the 
inhibition of bone resorption by osteoclasts. The compounds of the formula I and/or 
their physiologically tolerable salts and/or their prodrugs can also favorably be used 
as inhibitor of bone resorption, for example in the therapy or prophylaxis of 
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osteoporosis, in combination with conventional osteoporosis treatments, for example 
in combination with agents like bisphosphonates, estrogens, estrogen/progesterone, 
estrogen agonists/antagonists, calcitonin, vitamin D analogues, parathyroid hormone, 
growth hormone secretagogues, or sodium fluoride. Administration of the compounds 
of the formula I and/or their physiologically tolerable salts and/or their prodrugs and 
of other active ingredients effective in the treatment or prophylaxis of osteoporosis 
like those listed before can take place simultaneously or sequentially, in any order, 
and jointly or separately. For use in such a combination treatment or prophylaxis the 
compounds of the formula I and/or their physiologically tolerable salts and/or their 
prodrugs and one or more other active ingredients like those listed before can 
together be present in a single pharmaceutical composition, for example tablets, 
capsules or granules, or can be present in two or more separate pharmaceutical 
compositions which can be contained in a single package or in two or more separate 
packages. The use of the compounds of the formula I and/or their physiologically 
tolerable salts and/or their prodrugs in such a combination therapy or prophylaxis and 
their use in the production of pharmaceuticals for such a combination therapy or 
prophylaxis are also subjects of the present invention. The invention furthermore 
relates to pharmaceutical compositions which comprise efficacious amounts of at 
least one compound of the formula I and/or its physiologically tolerable salts and/or 
its prodrugs together with at least one other active ingredient effective in the 
treatment or prophylaxis of osteoporosis or in the inhibition of bone resorption like 
those listed before, together with a customary pharmaceutical^ acceptable carrier. 
The above explanations on pharmaceutical compositions correspondingly apply to 
such pharmaceutical combination compositions. 

Apart from use as inhibitors of bone resorption by osteoclasts, the compounds of the 
formula 1 and their physiologically tolerable salts and their prodrugs can be used, for 
example, as inhibitors of tumor growth and tumor metastasis, as antiinflammatories, 
for the therapy or prophylaxis of rheumatoid arthritis, for the therapy of psoriasis, for 
the therapy or prophylaxis of cardiovascular disorders such as arteriosclerosis or 
restenoses, for the therapy or prophylaxis of nephropathies or retinopathies such as, 
for example, diabetic retinopathy. As inhibitors of tumor growth or tumor metastasis 
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the compounds of the formula i and/or their physiologically tolerable salts and/or their 
prodrugs can also favorably be used in combination with conventional cancer 
therapy. Examples of conventional cancer therapy are given in Bert'mo (Editor), 
Encyclopedia of Cancer, Academic Press, 1 997 which is incorporated herein by 
5 reference. All the above statements relating to the use of the compounds of formula I 
in combination with conventional osteoporosis therapy like, for example, possible 
modes of administration and pharmaceutical combination compositions, 
correspondingly apply to the use of the compounds of formula I in combination with 
conventional cancer therapy. 

10 

When using the compounds of the formula I, the dose can vary within wide limits and, 
as is customary, is to be suited to the individual conditions in each individual case. It 
depends, for example, on the compound employed, on the nature and severity of the 
disease to be treated, or on whether an acute or chronic condition is treated or 

1 5 whether prophylaxis is carried out. In the case of oral administration, the daily dose is 
in general from about 0.01 to about 100 mg/kg, preferably from about 0.1 to about 
50 mg/kg, in particular from about 0.1 to about 5 mg/kg, to achieve effective results in 
an adult weighing about 75 kg (in each case in mg per kg of body weight). Also in the 
case of intravenous administration the daily dose is in general from about 0.01 to 

20 about 100 mg/kg, preferably from about 0.05 to about 10 mg/kg (in each case in mg 
per kg of body weight). The daily dose can be divided, in particular in the case of the 
administration of relatively large amounts, into several, for example 2, 3 or 4, part 
administrations. As usual, depending on individual behavior it may be necessary to 
deviate upwards or downwards from the daily dose indicated. 

25 

Apart from use as pharmaceutical active ingredients, the compounds of the formula I 
can also be used as vehicles or carriers of other active ingredients in order to 
transport the active ingredient specifically to the site of action (= drug targeting; see, 
for example, Targeted Drug Delivery, R. C. Juliano, Handbook of Experimental 
30 Pharmacology, Vol. 100, Ed. Born, G. V. R. et al., Springer Verlag which is 

incorporated herein by reference). The active ingredients to be transported are in 
particular those which can be used for the treatment of the abovementioned 



1. 
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diseases. 



The compounds of the formula I and their salts can furthermore be employed for 
diagnostic purposes, for example in in vitro diagnoses, and as auxiliaries in 
5 biochemical investigations in which blocking of the vitronectin receptor or influencing 
of cell-cell or cell-matrix interactions is desired. They can furthermore be used as 
synthesis intermediates for the preparation of other compounds, in particular of other 
pharmaceutical active ingredients, which are obtainable from the compounds of the 

K formula I, for example by introduction of substituents or modification of functional 

p10 groups. 

fl . 

WW 

yj 

w 

t** Examples 

U 

W 

I . s 

2=515 Example 1 

C3 (2S)-2-Benzyloxycarbonylamino-3-(6-(4-{5,6,7,8-tetrahydro-[1,83naphthyridin-2-yl)- 

mm 

fi'l piperidin-1-yl)-purin-9-yl)-propionic acid 




a) 4-([1,8]Naphthyridin-2-yl)-piperidine-1-carboxylic acid tert-butyl ester 

3.14 g of 1-tert-butoxycarbonyl-4-acetyl-piperidine and 1.83 g of 2-amino-3-formyl- 
pyridine were refluxed with 0.25 g of L-proline in n-butanol for 72 hours. After 
25 removing the solvent in vacuo the residue was combined with the residue obtained in 
an identical reaction and chromatographed on silica gel with ethyl acetate/n-heptane 
(1 :1 ) to give 1 .08 g of the title compound. 
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b) 4-(5,6,7,8-Tetrahydro-[1 ,8]naphthyridin-2-yl)-ptperidine-1-carboxy!ic acid tert-buty! 
ester 

0.52 g of the compound of step a) were dissolved in 25 mi of ethyl acetate, and 0.1 1 
g of 10 % palladium on charcoal were added under an inert gas atmosphere. 
Hydrogenation was performed with this mixture under stirring at ambient temperature 
until thin layer chromatography did no more show the starting material. The catalyst 
was removed carefully and washed twice with ethyl acetate. The combined solutions 
were filtered again and the solvents removed in vacuo. Yield: 0.46 g. 

c) 7-(Piperidin-4-yl)-1 ,2,3,4-tetrahydro-[1 ,8}naphthyridine 

0.157 g of the compound of step b) were dissolved in 5 ml of methylene chloride, and 
1 ml of trifluoroacetic acid was added under stirring. Stirring was continued for 2.5 
hours at room temperature. After removal of the solvents in vacuo the oily residue 
was triturated with diethyl ether. Yield: 0.145 g of a colourless amorphous solid. 

d) (2S)-2-Benzyloxycarbonyiamino-3-(6-(4-{5,6 > 7,8-tetrahydro-[1,8]naphthyridin-2-yl}- 
piperidin-1-yl)-purin-9-yl)-propionic acid tert-buty! ester 

0.44 g of the compound of step c) were dissolved in 5 ml of anhydrous 
dimethylformamide. 0.7 ml of N,N-diisopropylethylamine were added together with 
0.58 g of (S)-2-benzyloxycarbonylamino-3-(6-chtoro-purin-9-yl)-propionic acid tert- 
butyl ester, and the mixture was stirred at ambient temperature overnight. Thin layer 
chromatographic control exhibited only incomplete reaction. Stirring was therefore 
continued for 6 hours at 40 °C until the reaction was complete. The solvent was 
removed in vacuo and the residue was dissolved in dichloromethane and washed 
twice with water. The organic phase was dried with anhydrous magnesium sulfate 
and, after filtration, concentrated in vacuo. The raw material was chromatographed 
on silica gel with ethyl acetate and ethyl acetate/methanol (1:10). Yield: 224 mg. 
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The {2S)-2-benzyloxycarbonyiamino-3-(6-chloro-purin-9-yl)-propionic acid tert-butyl 
ester can be prepared from 6-chloropurine and N-benzyloxycarbonyl-L-serine tert- 
buty! ester in the presence of triphenylphosphine and diethyl azodicarboxylate 
according to the procedure described in EP-A-853084 which is incorporated herein 
by reference. 

e) (2S)-2-Benzyloxycarbonylamino-3-(6-(4-(5,6,7,8-tetrahydro-[1,8]naphthyridin-2-yl)- 
piperidin-1-yI)-purin-9-yI)-propionic acid 

219 mg of the compound of step d) were dissolved in 12 ml of dichloromethane and 2 
ml trifluoroacetic acid were added under stirring at ambient temperature. After 6 
hours the reaction was complete. The solvents were removed in vacuo. The residue 
was mixed with toluene and this mixture was again evaporated. The resulting resin 
was triturated with diethylether. After filtration 210 mg of a faint yellow solid were 
isolated. MS (ES + ): m/e = 557.2 (M+Hf. 

Example 2 

(2S)-2-Benzenesuifonylam!no-3-(6-{4-(5,6,7,8-tetrahydro-[1,8]naphthyridin-2-y!)- 
piperidin-1 -yl)-purin-9-yl)-propionic acid 




a) (2S)-2-Amino-3-(6-(4-(5 I 6,7,8-tetrahydro-[1,8]naphthyridin-2-yl)-piperidin-1-yl)- 
purin-9-yl)-propionic acid tert-butyl ester 

878 mg of the compound of example 1 , step d) were dissolved in 50 ml of methanol 
and 0.4 ml of acetic acid. Under a nitrogen atmosphere 350 mg of 10 % palladium on 
charcoal were carefully added, and hydrogenation was performed under shaking of 
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the reaction vessel. After 5 hours the reaction was complete. The solvents were 
removed after filtration of the catalyst. Yield: 680 mg of a resinous product. 
MS (ES + ): m/e = 479.3 (M+Hf. 

5 b) (2S)-2-Benzenesulfonylamino-3-(6-{4-{5,6,7,8-tetrahydro-[1 ,8]naphthyridin-2-yl)- 
piperidin-1-yl)-purin-9-yl)-propionic acid tert-butyl ester 

135 mg of the compound of step a) were dissolved in 2.2 ml of dimethylformamide 
K' and a solution of 44.2 mg of benzenesulfonyl chloride in 1 .5 ml of dimethylformamide 
C1 1 0 was added. After stirring overnight, the reaction was complete. The solvent was 
3 removed in vacuo, the residue was dissolved in dichloromethane and washed with 
U water, a 10 % aqueous solution of sodium bicarbonate and again with water. After 
H drying of the organic phase with anhydrous magnesium sulfate and filtration the 
U solvent was removed in vacuo and the residue was chromatographed on silica gel 
W 15 with ethyl acetate. The fractions containing the title compound were pooled and 
"3 evaporated. Yield: 38 mg. MS (ES + ): m/e = 619.2 (M+Hf. 

m 

c) (2S)-2-Benzenesulfonytamino-3-(6-(4-(5,6 I 7,8-tetrahydro-[1,8]naphthyndin-2-yl)- 
piperidin-1-yl)-purin-9-yl)-propionic acid 

20 

38 mg of the compound of step b) were dissolved in 1 .5 ml of dichloromethane, and 
1.5 ml of trifluoroacetic acid were added. After stirring for 5 hours at ambient 
temperature additional 0.1 ml of trifluoroacetic acid were added and stirring was 
continued for further 1.5 hours. The solvents were removed in vacuo, the residue 
25 was dissolved in acetic acid and again the solvent was removed in vacuo. The 

remaining resin was triturated with diethylether and the product isolated by filtration. 
Yield: 29 mg. MS <ES + ): m/e = 563.1 (M+Hf. 

Analogously to the procedure described in example 2 the compounds of examples 3 
30 to 6 were prepared. 



Example 3 
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(2S)-2-(4-ChIorobenzenesulfonyiamino)-3-(6-(4-(5,6,7 ( 8-tetrahydro-[1 t 8]naphthyridin- 
2-yl)-piperidin-1 -yI)-purin-9-yl)-propionic acid 




From 135 mg of the compound of example 2, step a) and 52.8 mg of 4- 
chiorobenzenesulfonyl chloride 45 mg of the title compound were obtained. 
MS (ES + ): m/e = 597.1 and 599.1 (M+Hf . 

Example 4 

(2S)-2-(Naphthalene-1-sulfonylamino)-3-(6-(4-(5,6,7,8-tetrahydro-[1,8]naphthyridin-2- 
yl)-piperidin-1-yl)-purin-9-yl)-propionic acid 




From 135 mg of the compound of example 2, step a) and 56.7 mg of naphthalene-1- 
sulfonyl chloride 74 mg of the title compound were obtained. 
MS (ES + ): m/e = 613.1 (M+H)\ 

Example 5 

(2S)-3-(6-(4-(5,6,7,8-Tetrahydro-[1,8]naphthyridin-2-yl)-piperidin-1-y!)-purin-9-yl)-2- 
(4-trifluoromethylbenzenesulfonylamino)-propionic acid 
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From 135 mg of the compound of example 2, step a) and 61.2 mg of 4- 
trifluoromethylbenzenesuifonyl chloride 11.4 mg of the title compound were obtained. 
C3 5 MS (FAB): m/e = 631.1 (M+H) + . 

Z K 

yj ■ 

W Example 6 

p (2S)-2-(Butane-1 -sulfonylamino)-3-(6-(4-(5,6,7,8-tetrahydro-[1 ,8jnaphthyridin-2-yI}- 
piperidin-1-yl)-purin-9-yl)-propionic acid 




From 135 mg of the compound of example 2, step a) and 21 mg of butane-1-sulfonyl 
chloride 13 mg of the title compound were obtained. 
15 MS (ES + ): m/e = 543.2 (M+Hf . 

Pharmacological Testing 
20 1 ) Kistrin Binding Assay 



The inhibition of the binding of kistrin to human vitronectin receptor (VnR) described 
below is a test method by which the antagonistic action of the compounds of the 
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invention on the vitronectin receptor a v p3 can be determined (cc v B3 ELISA Test; the 
test method is abbreviated as "K/VnR" in the listing of the test results). 

Purification of kistrin 

Kistrin is purified according to the methods of Dennis et al., as described in Proc. 
Natl. Acad. Sci. USA 87 (1989) 2471 and Proteins: Structure, Function and Genetics 
15(1993)312. 

Purification of human vitronectin receptor (a v p3) 

Human vitronectin receptor is obtained from the human placenta according to the 
method of Pyteia et al., Methods Enzymol. 144 (1987) 475. Human vitronectin 
receptor a v p3 can also be obtained from some cell lines (for example from 293 cells, 
a human embryonic kidney cell line) which are co-transfected with DNA sequences 
for both subunits <x v and 63 of the vitronectin receptor. The subunits are extracted 
with octyl glycoside and then chromatographed through concanavalin A, heparin- 
Sepharose and S-300. 

Monoclonal antibodies 

Murine monoclonal antibodies which are specific for the 63 subunits of the vitronectin 
receptor, are prepared according to the method of Newman et a!., Blood, 1985, 227, 
or by a similar process. The rabbit Fab 2 anti-mouse Fc conjugate to horseradish 
peroxidase (anti-mouse Fc HRP) was obtained from Pel Freeze (Catalog No. 715 
305-1 ). 

ELISA test 

The ability of substances to inhibit the binding of kistrin to the vitronectin receptor can 
be determined using an ELISA test. For this purpose, Nunc 96-well microtiter plates 
are coated with 2 solution of kistrin (0.002 mg/ml) according to the method of Dennis 
et al., as described in Proteins: Structure, Function and Genetics 15 (1993) 312. The 
plates are then washed twice with PBS/0.05 % Tween-20 and blocked by incubating 
(60 min) with bovine serum albumin (BSA, 0.5 %, RIA grade or better) in buffer 
solution (Tris-HCI (50 mM), NaCI (100 mM), MgCI 2 (1 mM), CaCI 2 (1 mM), MnCI 2 
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(1 mM), pH 7). Solutions of known inhibitors and of the test substances are prepared 
in concentrations from 2 x ICT 12 to 2 x 1CT 6 mol/l in assay buffer (BSA (0.5 %, RIA 
grade or better); Tris-HCI (50 mM), NaCI (100 mM), MgCI 2 (1 mM), CaCfe (1 mM), 
MnCI 2 (1 mM), pH7).The blocked plates are emptied, and in each case 0.025 mi of 
5 this solution which contains a defined concentration (2 x 1 0" 12 to 2 x 1 0" 6 mol/i) either 
of a known inhibitor or of a test substance, are added to each well. 0.025 ml of a 
solution of the vitronectin receptor in assay buffer (0.03 mg/ml) is pipetted into each 
well of the plate and the plate is incubated at room temperature for 60-180 min on a 
t l; shaker. In the meantime, a solution (6 ml/plate) of a murine monoclonal antibody 

hi 

6 10 specific for the B 3 subunit of the vitronectin receptor is prepared in assay buffer 
(0.001 5 mg/ml). A second rabbit antibody (0.001 ml of stock solution/6 ml of the 
murine monoclonal anti-B 3 antibody solution) which is an anti-mouse Fc HRP 
H antibody conjugate is added to this solution, and this mixture of murine anti-B 3 
C3 antibody and rabbit anti-mouse Fc HRP antibody conjugate is incubated during the 
Kl5 time of the receptor-inhibitor incubation. The test plates are washed four times with 
O PBS solution which contains 0.05 % Tween-20, and in each case 0.05 ml/well of the 
SI antibody mixture is pipetted into each well of the plate and incubated for 60-1 80 min. 
The plate is washed four times with PBS/0.05 % Tween-20 and then developed with 
0.05 ml/well of a PBS solution which contains 0.67 mg/ml of o-phenylenediamine and 
20 0.012 % of H 2 0 2 . Alternatively to this, o-phenylenediamine can be employed in a 
buffer (pH 5) which contains Na 3 P0 4 and citric acid. The color development is 
stopped using 1 N H 2 S0 4 (0.05 ml/well). The absorption for each well is measured at 
492-405 nm and the data are evaluated by standard methods. 

25 2) Vitronectin/293 Cell Test 

In this test the inhibition of binding of 293 cells to human vitronectin (Vn) by the 
compounds of the invention is determined (the test method is abbreviated as Vn/293 
cell test in the listing of the test results). 

30 

Purification of human vitronectin 

Human vitronectin was isolated from human plasma and purified by affinity 
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chromatography according to the method of Yatohgo et al., Cell Structure and 
Function 23 (1988) 281. 

Cell test 

5 293 cells, a human embryonic kidney cell line, which were cotransfected with DNA 
sequences for the a v and B 3 subunits of the vitronectin receptor a v p3, were selected 
for a high rate of expression (> 500,000 a v p3 receptors/cell) according to the FACS 
method. The selected cells were cultured and sorted again by means of FACS in 

J* order to obtain a stable cell line (15 D) with expression rates > 1 ,000,000 copies of 

£3 10 a v B3 per cell. 

I;| 

•oris?' 
pi) 

%i A Linbro 96-well tissue culture plate with a fiat bottom was coated overnight at 4 °C 

with human vitronectin (0.01 mg/ml, 0.05 ml/well) in phosphate-buffered saline 
q solution (PBS) and then blocked with 0.5 % strength BSA (bovine serum albumin). 
Wl5 Solutions of the test substances from 10* 10 mol/l to 2 x 10" 3 mol/l in giucose- 

CI containing DMEM medium were prepared and 0.05 ml/well of the solution were 

Q 

pi added to the plate in each case. The cells which expressed high levels of avfh (for 
example 15 D) were suspended in giucose-containing DMEM medium and the 
suspension was adjusted to a content of 25,000 cells/0.05 ml of medium. 0.05 ml of 

20 this cell suspension was added to each well and the plate was incubated at 37 °C for 
90 min. The plate was washed 3 times with warm PBS in order to remove unbound 
cells. The bound cells were lyzed in citrate buffer (25 mM, pH 5.0) which contained 
0.25 % Triton X-1 00. The hexoseamidase substrate p-nitrophenyl-N-acetyl-B-D- 
glucosaminide was then added and the plate was incubated at 37 °C for 90 min. The 

25 reaction was stopped with a glycine (50 mM)/EDTA (5 mM) buffer (pH 10.4) and the 
absorption of each well was measured at 405 to 650 nm. The data were analyzed 
according to standard methods. 

3) Pit Assay 

30 

The inhibition of bone resorption by the compounds of the invention can be 
determined, for example, with the aid of an osteoclast resorption test ("Pit Assay"), 
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for example analogously to WO-A-95/32710 which is incorporated herein by 
reference. 

The following test results (inhibitory concentrations IC50) were obtained. 

Compound KA/nR Vn/293 cell test Pit Assay 

IC 50 (nM) IC50 (nM) IC 50 (nM) 

Example 1 10 78 

Example 2 4.8 23 

Example 3 5.1 15 0.3 

Example 4 6.4 24 <10 

Example 5 5 22 

Example 6 18 115 
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Patent claims 

1 . A compound of the formula I, 



< B >; (B), 




in which 

G is a residue of the formula II 



CI! ■' 

010 -(CR 1 R 2 ) n -A-(CR 1 R 2 ) m -(CR 1 R 3 )r(CR 1 R 2 ) q -R 4 II 

ry 

A is a direct bond, -C(0)NR 5 -, -NR 5 C(0)-, -C(O)-, -NR 5 -, -O-, -S-, -S(O)-, -S(0) 2 -, 
(C 2 -C 4 )-alkynediyl, (C2-C 4 )-alkenediyl, (C 5 -Ci 4 )-arylene where in the arylene residue 
one, two, three, four or five ring carbon atoms can be replaced by heteroatoms from 
15 the series consisting of nitrogen, oxygen and sulfur, or a divalent residue of a 3- 
membered to 7-membered saturated or unsaturated ring which can contain one or 
two ring heteroatoms from the series consisting of nitrogen, sulfur and oxygen and 
which can be monosubstituted or disubstituted by residues from the series consisting 
of =0, =S and R 3 ; 

20 

B is (Ci-Cis)-alkyl, (C 3 -C 14 )-cycloalkyI, (C3-Ci 4 }-cycloalkyi-(C-rC 8 )-alkyl-, (C 5 -C 14 )-aryl, 
(C 5 -Ci 4 )-aryl-(CrC 8 )-alkyl-, (C 5 -C 14 )-heteroaryl, (C 5 -Ci 4 )-heteroaryl-(Ci-C8)-alkyl-, 
fluorine, chlorine, bromine, hydroxy, cyano, trifiuoromethyl, nitro, hydroxycarbonyl-, 
(d-C6)-alkoxy, (Ci-Ce^alkoxy-CCi-Ce^alkyl-, (Ci-C 6 )-alkoxycarbonyl-, (Ci-C 6 )- 
25 alkylcarbonyi-, (C 5 -Ci 4 )-arylcarbonyl-, (Ci-C 6 )-alkylaminocarbonyl-, (Ci-C 6 )-alkoxy- 
(Ci-C 6 )-alkoxy-, (C 5 -Ci 4 )-aryl-(Ci-C 8 )-alkylcarbonyl-, (Ci-C 6 )-alkanoylamino-, (d-Ce)- 
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alkylsuifonylamino-, (C 5 -Ci4)-arylsulfonylamino-, (CrC 6 )-alkyiamino-, di-((Ci-C 6 )- 
alkyI)amino-, (Ci-C 6 }-aikylsulfonyl-, aminosulfonyl-, {C 5 -Ci 4 )-ary!sulfonyl-, (C5-C14)- 
aryl-(d-C 8 )-alkylsulfonyh {C 5 -Ci 4 )-aryl or (C 5 -Ci 4 )-heteroaryl, where all residues B 
are independent of one another and can be identical or different; 

X is hydrogen, NR 6 R 6 ', fluorine, chlorine, bromine, OR 6 , SR 6 , hydroxy-(d-C 6 )-alkyl- 
NH-, (hydroxy-(Ci-C 6 )-alkyl) 2 N-, amino-(Ci-C6)-alkyl-NH-, (amino-(Ci-C 6 )-alkyl) 2 N-, 
hydroxy-(d-C 6 )-alkyl-0-, hydroxy-(d-C 6 )-aiky!-S- or -NH-C(0)-R 6 ; 

Y is R 6 , fluorine, chlorine, bromine, cyano, NR 6 R 6 ', OR 6 , SR 6 or hydroxy-(d-C 6 )- 
alkyl-NH-; 

2 is N or CH; 

R 1 and R 2 are hydrogen, fluorine, chlorine, cyano, nitro, (Ci-Cio)-alkyl, (C3-C14)- 
cycloalkyl, (C 3 -Ci4)-cycloalkyl-(Ci-C 8 )-alkyl-, {C 5 -Ci 4 )-aryl, (C 5 -d 4 )-aryKd-C 8 )-alkyl-, 
(Cs-C^^heteroaryl, (C 5 -Ci 4 )-heteroaryHd-C 8 )-alkyh R 6 -0-R 7 , R 6 -S(0) p -R 7 , 
R 6 S(0) 2 NHR 7 , R 6 OC(0)NHR 7 or R 6 R 6 N-R 7 , where all residues R 1 and R 2 are 
independent of one another and can be identical or different; 

R 3 is hydrogen, fluorine, chlorine, cyano, nitro, {Ci-Cis)-alkyl, (C 3 -d 4 )-cycloalky!, (C 3 - 
d 4 )-cycloaIkyl-(Ci-C 8 )-alkyi-, (C 5 -Ci4)-aryl, (C 5 -d4)-aryl-(d-C 8 )-alkyh (C 5 -C 14 )- 
heteroaryl, (C 5 -Ci4)-heteroaryl-(Ci-C 8 )-alkyl-, R 6 -0-R 7 , R 6 R 6 N-R 7 , R 6 C(0)-0-R 7 , 
R 6 C(0)R 7 , R 6 OC(0)R 7 , R 6 N{R 6 ')C{0)0R 7 , R 6 S(0) p N(R 5 )R 7 , R 6 OC(0)N(R 5 )R 7 , 
R 6 C(0)N(R 5 )R 7 , R 6 N(R 6 ')C(0)N(R 5 )R 7 , R 5 N(R 6 *)S(0) p N(R 5 )R 7 , R 5 S(0) p R 7 , 
R 6 SC(0)N(R 5 )R 7 , R 6 N(R 6 ')C(0)R 7 or R 6 N(R 6 ')S(0) p R 7 , where alkyl can be mono- 
unsaturated or poly-unsaturated and where alkyl, cycloalkyl, aryl, and heteroaryl can 
be monosubstituted or polysubstituted by R 6 , fluorine, chlorine, bromine, cyano, 
trifluoromethyl, R 6 R 6 NR 7 , nitro, R 6 0C(0)R 7 , R 6 C(0)R 7 , R 6 N(R 6 ')C(0)R 7 , 
R 6 N(R 6 ')S(0) p R 7 or R 6 -0-R 7 , and where all residues R 3 are independent of one 
another and can be identical or different; 
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R 4 is -C(0)R 8 , -C(S)R 8 , -S(0) p R 8 , -P(0)R 8 R 8 ' or a residue of a 4-membered to 8- 
membered saturated or unsaturated heterocycle which contains 1, 2, 3 or 4 
heteroatoms from the series consisting of nitrogen, oxygen and sulfur; 

5 

R 5 is hydrogen, (Ci-Cio)-alkyl, (C 3 -Ci 4 )-cycloalkyl, (Cs-CuJ-cycloalkyKd-CsJ-alkyh 
(C 5 -Ci 4 )-ary! or (C 5 -Ci 4 )-aryl-(CrC8)-aIkyh where ai! residues R 5 are independent of 
one another and can be identical or different; 

C310 R 6 and R 6 are hydrogen, (Ci-Ci 8 )-alkyl, (C 3 -Ci 4 )-cycioalkyl, (C 3 -Ci 4 )-cycloalkyl-(Ci- 

II C 8 )-aikyi-, (C 5 -Ci 4 )-aryl, (Cs-C^-aryHd-CaJ-alkyl-, (C 5 -C 14 )-heteroaryl or (C 5 -Ci 4 )- 

i". i 

S heteroaryl-(Ci-C 8 )-alkyl- where aryl, heteroaryi, cycloalkyl and alkyl can be 
H substituted one, two or three times by identical or different substituents from the 
C3 series consisting of fluorine, chlorine, bromine, cyano, trifluoromethyl, nitro, 
Sit 5 hydroxycarbonyl-, (d^-alkyl, (Ci-C_6)-alkoxy, (Ci-C 6 )-aikoxy-(Ci-C6)-alkyl-, (Ci-C 6 )- 
C3 alkoxycarbonyl-, (CrC 6 )-alkylcarbonyl-, (d-Ce^alkylaminocarbonyl-, (C r C 6 )-alkoxy- 
m (Ci-C 6 )-alkoxy-, (C 5 -Ci 4 )-arylcarbonyl-, (C 5 -C 14 )-aryl-(Ci-C 8 )-alkylcarbonyl-, (d-C 6 )- 
alkanoylamino-, (C 5 -Ci 4 )-arylsulfonyiamino-, (Ci-C 6 )-alkylsulfonylamino-, {Ci-C 6 )- 
alkylamino-, di-((Ci-C 6 )-aIkyl)arnino-, (C-rC 6 )-alkylsulfonyl-, (CrC 6 )- 
20 alkylaminosulfonyl-, (Cs-C^-aryiaminosulfony!-, (C 5 -Ci 4 )-aryl-(Ci-C 8 )- 

alkylaminosulfonyl, (C 5 -C 14 )-arylsulfonyI-, (C 5 -Ci 4 )-aryl-(Ci-C 8 )-alkylsulfonyl, (C 5 -Ci 4 )- 
aryl and (C 5 -Ci 4 )-heteroaryl, and where ail residues R 6 and R 6 are independent of 
one another and can be identical or different; 

25 R 7 is (Ci-C 4 )-aIkanediyI or a direct bond, where all residues R 7 are independent of 
one another and can be identical or different; 

R 8 and R 8 ' are hydroxy, (Ci-C e )-alkoxy, (C 5 -Ci 4 }-aryl-(Ci-C 8 )-a!koxy-, (C 5 -C 14 )- 
aryioxy, (Ci-C 8 >-alkylcarbonyloxy-(Ci-C4)-alkoxy-, (C 5 -Ci 4 )-aryl-(Ci-C 8 )- 
30 alkylcarbonyloxy-(Ci-C 8 )-alkoxy-, NR 6 R 6 ', (di-((Ci-C 8 )-alky!)amino)carbonylmethyloxy- 
, (di-((C 5 -C 14 )-aryl-(C 1 -Cs)-alkyl)-amino)carbonylmethyloxy-, (C 5 -Ci 4 )-arytamino-, the 
residue of an amino acid, N-((C r C 4 )-alky[)-piperidin-4-yioxy-, 2-methylsulfonylethoxy- 
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, 1 ,3-thiazol-2-ylmethyioxy-, 3-pyridyimethyioxy-, 2-{di-((Ci-C 4 )-alky!)amino)-ethoxy or 
the residue Q" (CH 3 )3N + -CH 2 -CH2-0- in which Q" is a physioiogicaiiy tolerable anion, 
where all residues R 8 and R 8 \are independent of one another and can be identical or 
different; 

5 

n is zero, one, two, three, four or five; 
m is zero, one, two, three, four or five; 
i is zero or one; 
p q is zero, one or two; 
10 r is zero, one or two; 

O s is zero, one, two or three; 

y s 

t is zero, one, two, three, four, five, six, seven or eight; 



S3 is 



p is zero, one or two, where all numbers p are independent of one another and can 
be identical or different; 



in all their stereoisomers forms and mixtures thereof in all ratios, and their 

pi 

physiologically tolerable salts and their prodrugs; 

where, instead of the purine structure shown in formula I, also a 3-deazapurine 
20 structure, a 7-deazapurine structure or a 7-deaza-8-azapurine structure can be 
present. 



2. A compound of the formula I as claimed in claim 1 , in which 



25 G is a residue of the formula li 



-(CR 1 R 2 )n-A-(CR 1 R 2 ) m -(CR 1 R 3 ) r (CR 1 R 2 ) q -R 4 H 

A is a direct bond, -C(0)NR 5 -, -NR 5 C(0)-, -C(O)-, -NR 5 -, -O-, -S-, -S(O)-, -S(0) 2 -, 
30 (C2-C 4 )-alkynediyl, (C 2 -C 4 )-alkenediyl, (C 5 -Ci 4 )-aryiene where in the arylene residue 
one, two, three, four or five ring carbon atoms can be replaced by heteroatoms from 
the series consisting of nitrogen, oxygen and sulfur, or a divalent residue of a 3- 
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membered to 7-membered saturated or unsaturated ring which can contain one or 
two ring heteroatoms from the series consisting of nitrogen, sulfur and oxygen and 
which can be monosubstituted or disubstituted by residues from the series consisting 
of =0, =S and R 3 ; 

5 

B is (d-C^-alkyi, (C 3 -Ci 4 )-cycloa!ky!, (C 3 -Ci 4 )-cycloalkyl-(CrCe)-aiky!-, (Cs-C^-aryl, 
(C 5 -Ci4)-aryl-(CrC 8 )-alkyl-, (C 5 -Ci 4 )-heteroaryl ( (C 5 -Ci4)-heteroaryl-(Ci-C8)-alky!-, 
fluorine, chlorine, bromine, hydroxy, cyano, trifluoromethyi, nitro, hydroxycarbonyl-, 
h* (Ci-C 6 )-aIkoxy, (Ci-C 6 )-alkoxy-(CrC 6 )-alkyl-, (Ci-C 6 )-alkylcarbonyl-, (C5-C14)- 
KiO arylcarbonyl-, (C 5 -Ci4>-ary!-(Ci-C8}-alkylcarbonyl- (Ci-C 6 )-aikylaminocarbonyl-, (C-r 

C 6 )-alkanoyiamino-, (d-C 6 )-aikylsulfonylamino-, (C 5 -Ci4)-arylsulfonyiamino-, (Ci-C 6 )- 
y alkylamino-, di-((Ci-C 6 )-alkyi)amino-, (Ci-C 6 )-alkytsulfonyl-, (C 5 -Ci 4 )-arylsulfonyh 
(C 5 -Ci4}-aryl-(C 1 -C 8 )-alkylsulfonyl-, (C 5 -Ci 4 )-aryi or (C 5 -Ci 4 )-heteroaryl, where all 
residues B are independent of one another and can be identical or different; 



m 



15 



X is hydrogen, NH 2 , -NH-C(0)-R 6 or OH; 
Y is hydrogen; 



20 Z is N; 



R 1 and R 2 independently of one another are hydrogen, fluorine, chlorine, cyano, nitro, 
(Ci-Cio)-alkyl, (C 3 -Ci 4 )-cycloalkyi, (C 3 -Ci4)-cycloalkyKCi-C 8 )-alkyl-, (C 5 -Ci 4 )-aryl, 
(Cs-C^J-aryKCi-Cs^alkyi-, (Cs-C-^-heteroaryi, (C 5 -Ci4)-heteroary!-(CrC 8 }-alkyl-, 
25 R 6 -0-R 7 , R 6 S(0) 2 NHR 7 , R 6 OC(0)NHR 7 or R 6 R 6 N-R 7 , where all residues R 1 and R 2 
are independent of one another and can be identical or different; 

R 3 is hydrogen, fluorine, chlorine, cyano, nitro, (C-rC-i 8 )-aikyl, (C 3 -Ci4)-cycloalkyl, (C 3 - 
Ci4)-cycloalkyl-{Ci-C 8 )-alkyi-, (C 5 -Ci4)-aryl, (C 5 -C 14 )-aryl-(Ci-C 8 )-alkyl-, (C 5 -C 14 )- 
30 heteroaryl, (C 5 -C 14 )-heteroaryl-(Ci-C 8 )-alkyl-, R 6 -0-R 7 , R 6 R 6 N-R 7 , R 6 C(0)-0-R 7 , 
R 6 C(0)R 7 , R 6 OC(0)R 7 , R 6 N(R 6 ')C(0)OR 7 , R 6 S(0) p N(R 5 )R 7 , R 6 OC(0)N{R 5 )R 7 , 
R 6 C(0)N(R 5 )R 7 , R 6 N(R 6 ')C{0)N(R 5 )R 7 , R 6 N(R 6 ')S(0) p N{R 5 )R 7 , R 6 S(0) p R 7 , 
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R 6 SC(0)N(R 5 )R 7 , R 6 N(R 6 ')C(0)R 7 or R 6 N(R 6 ')S(0) p R 7 , where aikyi can be mono- 
unsaturated or poly-unsaturated and where alky!, cycloalkyi, aryl and heteroaryl can 
be monosubstituted or polysubstituted by R 6 , fluorine, chlorine, bromine, cyano, 
trifluoromethyl, R 6 R 6 NR 7 , nitro, R 6 OC(0)R 7 , R 6 C(0)R 7 , R 6 N(R 6 ')C(0)R 7 , 
R 6 N(R 6 )S(0)pR 7 or R 6 -0-R 7 , and where ail residues R 3 are independent of one 
another and can be identical or different; 

R 4 is -C(0)R 8 or -P(0)R 8 R 8 '; 

R 5 is hydrogen, {Ci-C 10 )-alkyi, (C 3 -Ci 4 )-cycloaikyl, (C 3 -Cu}-cycloalky!-(Ci-C 8 )-alkyl- or 
(C 5 -Ci4)-aryl-(Ci-C 8 )-alkyl-, where all residues R 5 are independent of one another 
and can be identical or different; 

R 6 and R 6 ' are hydrogen, (d-C^alkyi, (C 3 -Ci4>-cycloa!kyl, {C 3 -Ci 4 )-cycloalkyl-{Ci- 
C 8 )-alkyl-, (C 5 -Ci 4 )-aryl, (Cs-C^-aryHd-CfO-alkyl-, (C 5 -Ci 4 ) : heteroaryl or <C 5 -C 14 )- 
heteroaryl-(Ci-C 8 )-alkyl- where aryl, heteroaryl, cycloalkyi and aikyl can be 
substituted one, two or three times by identical or different substituents from the 
series consisting of fluorine, chlorine, bromine, cyano, trifluoromethyl, nitro, 
hydroxycarbonyi-, (d-CeJ-alkyl, (d-Ce^alkoxy, (d-Ce^alkoxy^Ci-CeJ-alkyi-, (C 5 - 
Ci 4 )-arylcarbonyi-, (C 5 -Ci 4 )-aryl-(Ci-C6)-atkylcarbonyh (Ci-C 6 )-alkanoylamino-, (C 5 - 
Ci 4 )-arylsulfonylamino-, (Ci-C 6 )-alkylsulfonylamino-, (Ci-C 6 )-alkylamino-, di-((Ci-C 6 )- 
aikyl)amino-, (Ci-C 6 )-alkylsulfonyl-, (C 5 -Ci 4 )-aryl and (C 5 -Ci 4 )-heteroaryl, and where 
all residues R 6 and R 6 are independent of one another and can be identical or 
different; 

R 7 is (CrC4)-aikanediyl or a direct bond, where all residues R 7 are independent of 
one another and can be identical or different; 

R e and R e are hydroxy, (Ci-C 8 )-alkoxy, (Cs-Ci 4 )-aryl-(Ci-C 8 )-aikoxy-, (C^C B )- 
alkylcarbonyloxy-(Ci-C 4 )-alkoxy- or NR 6 R 6 where all residues R 8 and R 8 are 
independent of one another and can be identical or different; 
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n is zero, one, two, three, four or five; 
m is zero, one, two, three, four or five; 
i is zero or one; 
5 q is zero, one or two; 
r is zero, one or two; 
s is zero, one, two or three; 

t is zero, one, two, three, four, five, six, seven or eight; 

H p is zero, one or two, where all numbers p are independent of one another and can 

£3 

h 10 be identical or different; 



f i i 

5 . 5 

izi, 



in ali their stereoisomeric forms and mixtures thereof in ail ratios, and their 
physiologically tolerable salts and their prodrugs. 



fj 15 3. A compound of the formula I as claimed in claims 1 and/or 2, in which 

■■ ■■ fSi • - - - - 

r « ''-4 



w G is a residue of the formula 

PJ 



20 



-{CR 1 R 2 ) n -A-(CR 1 R 2 ) m -(CR 1 R 3 ),-(CR 1 R 2 ) q -R 4 1 1 

A is a direct bond, -C(0)NR 5 -, -NR 5 C(0}-, -C(O)-, -NR 5 - or (C 5 -Ci 4 )-arylene where in 
the arylene residue one or two ring carbon atoms can be replaced by heteroatoms 
from the series consisting of nitrogen, oxygen and sulfur; 

25 B is (Ci-C 6 )-alkyl, chlorine, hydroxy, cyano, trifluoromethyl, (Ci-C 6 )-alkoxy, (d-Ce)- 
alkylcarbonyi-, (Ci-C 6 )-a!kanoylamino-, (Ci-C 6 )-aIkylamino- or di-((Ci-C 6 )- 
alkyl)amino-, where all residues B are independent of one another and can be 
identical or different; 

30 X is hydrogen; 



Y is hydrogen; 
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ZisN; 

R 1 and R 2 are hydrogen, (Ci-C 4 )-alkyl, R 6 S(0) 2 NHR 7 or R 6 OC(0)NHR 7 , where all 
residues R 1 and R 2 are independent of one another and can be identical or different; 

R 3 is hydrogen, (Ci-Ci 2 )-alkyl, (C 3 -Ci 4 )-cycloalkyl, (C3-Ci 4 )-cycioalkyl-(Ci-C 6 )-alkyl-, 
(C 5 -C 14 }-aryl, (C 5 -Ci 4 )-aryl-(Ci-C 6 )-alkyl-, (C 5 -Ci 4 )-heteroaryl, (C 5 -Ci 4 )-heteroaryl-{Ci- 
C 6 )-alkyi-, R 6 R 6 N-R 7 , R 6 S(0) 2 N(R 5 )R 7 , R 6 OC(0)N(R 5 )R 7 or R 6 C(0)N(R 5 )R 7 , where 
alkyl can be mono-unsaturated or poly-unsaturated and where alkyl, cycloalkyl, aryl 
and heteroaryl can be monosubstituted or pofysubstituted by R 6 , fluorine, chlorine, 
trifluoromethyl, R 6 C(0)R 7 or R 6 -0-R 7 ; 

R 4 is -C(0)R 8 ; 

R 5 is hydrogen or (C r C 4 )-alkyl, where all residues R 5 are independent of one another 
and can be identical or different; 

R 6 and R 6 ' are hydrogen, (Ci-C-i 2 )-alkyl, (C 3 -C 14 )-cycloalkyl, (C 3 -C 14 )-cycloalkyl-(Ci- 
C 8 )-alkyl-, (C 5 -Ci 4 )-aryI, (C 5 -C 14 )-aryl-(Ci-C 8 )-aIkyl-, (C 5 -Ci 4 )-heteroaryl or (C 5 -Ci 4 )- 
heteroaryl-(Ci-C 8 )-alkyi- where aryl, heteroaryl, cycloalkyl and alkyl can be 
substituted one, two or three times by identical or different substituents from the 
series consisting of fluorine, chlorine, bromine, cyano, trifluoromethyl, (Ci-C 6 )-alkyl, 
(d-Cs^alkoxy, (Ci-C 6 )-aikylamino-, di-((Ci-C 6 )-alky!)amino-, (C 5 -Ci 4 )-aryl and (C 5 - 
Ci 4 )-heteroaryl, and where all residues R 6 and R 6 are independent of one another 
and can be identical or different; 

R 7 is (Ci-C 2 )-aIkanediyl or a direct bond, where alt residues R 7 are independent of 
one another and can be identical or different; 



R 8 is hydroxy or (CrC 6 )-alkoxy; 
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n is zero, one, two, three, four or five; 
m is zero or one; 
i is zero or one; 
q is zero or one; 
5 r is zero or one; 
s is zero, one or two; 
t is zero, one, two, three or four; 

U in all their stereoisomeric forms and mixtures thereof in ail ratios, and their 

ri 

pjIO physiologically tolerable salts and their prodrugs. 

%:\ 

o 

tjj 4. A compound of the formula I as claimed in one or more of claims 1 to 3, in which 

O 
f* 

\ G is a residue of the formula II 

SJ 15 

I -(CR 1 RVA-(CR 1 RV(CR 1 RY(CR 1 RVR 4 II 

I 
fjJ 

A is a direct bond; 

20 B is (Ci-C6)-alkyl or hydroxy, where all residues B are independent of one another 
and can be identical or different; 

X is hydrogen; 

25 Y is hydrogen; 

ZisN; 

R 1 and R 2 are hydrogen, (Ci-C 4 )-alkyl, R 6 S(0) 2 NHR 7 or R 6 OC(0)NHR 7 , where all 
30 residues R 1 and R 2 are independent of one another and can be identical or different; 
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R 3 is hydrogen, (C r Ci 2 )-alkyl, {C 3 -C 14 )-cycloalkyl, (Cs-CuJ-cycIoalkyHd-CeJ-alkyl-, 
(C 5 -Ci 4 }-aryi, (C 5 -Ci4)-aryl-(Ci-C 6 )-alkyl-, (C 5 -Ci4)-heteroaryI, (C 5 -Ci 4 )-heteroaryl-(Cr 
C 6 )-alkyi-, R 6 R 6 N-R 7 , R 6 S(0) 2 N(R 5 )R 7 , R 6 OC(0)N(R 5 )R 7 or R 6 C(0)N(R 5 )R 7 , where 
alkyl can be mono-unsaturated or poly-unsaturated and where alky!, cycloalkyi, ary! 
5 and heteroaryl can be monosubstituted or polysubstituted by R 6 , fluorine, chlorine, 
trifluoromethyi, R 6 C(0)R 7 or R 6 -0-R 7 ; 



R 4 is -C(0)R 8 ; 

%r ■ 

jJlO R 5 is hydrogen or (Ci-C 4 )-alkyl; 

W 

W R 6 and R 6 ' are hydrogen, (Ci-Ci 2 )-alkyi, (C 3 -Ci 4 )-cycioaIky!, (C 3 -Ci 4 )-cycloalkyi-(Cr 
P C 8 )-aikyl-, (C 5 -Ci 4 )-aryl, (C 5 -Ci 4 )-aryl-(C 1 -C 8 )-alkyl-, (C 5 -Ci 4 )-heteroaryl or (C5-C 14 ^ 
& heteroaryl-{Ci-C8)-a!kyl- where aryl, heteroaryl, cycloaikyi and alkyl can be 
tfi 5 . substituted one, two or three timesi>y identical or different substituents from the 
p series consisting of fluorine, chlorine, bromine, cyano, trifluoromethyi, (Ci-C 6 )-alkyl, 
H (Ci-C 6 )-alkoxy, (Ci-C 6 )-alkylamino-, di-((Ci-C 6 )-alkyi)amino-, (C 5 -Ci 4 )-aryl and (C 5 - 

Cu)-heteroaryl, and where all residues R 6 and R 6 are independent of one another 

and can be identical or different; 

20 

R 7 is a direct bond; 

R 8 is hydroxy or (Ci-C 4 )-alkoxy; 

25 n is zero, one or two; 

m is zero or one; 

i is zero or one; 

q is zero or one; 

r is zero or one; 
30 s is zero, one or two; 

t is zero; 
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in all their stereoisomer^ forms and mixtures thereof in all ratios, and their 
physiologically tolerable salts and their prodrugs. 

5. A compound of the formula I as claimed in one or more of claims 1 to 4, which is a 

5 

G is a residue of the formula II 

-(CR 1 R 2 ) n -A-(CR 1 R 2 ) m -(CR 1 R 3 )r(CR 1 R 2 ) q -R 4 II 

|=10 A is a direct bond; 

yj 
O 

y X is hydrogen; 

r Y is hydrogen; 

Jj15 

Si 2 is N; 

Fi 

ly R 1 and R 2 are hydrogen or (C-i-C 2 )-alkyl, where all residues R 1 and R 2 are 
. independent of one another and can be identical or different; 

20 

R 3 is R 6 R 6 N-R 7 R 6 S(0) 2 N(R 5 )R 7 , R 5 OC(0)N(R 5 )R 7 or R 6 C(0)N(R 5 )R 7 ; 

R 4 is -C(0)R 8 ; 
25 R 5 is hydrogen or (Ci-C 2 )-alkyl; 

R 6 and R 6 are hydrogen, {Ci-Ci 2 )-alkyi, (C 3 -Ci 4 )-cycloa!kyl, (C 3 -C 14 )-cycloalkyKCi- 
C 8 )-a!kyi-, <C 5 -Ci4)-ary!, (C 5 -Ci4)-aryl-(Ci-C 8 )-alkyl-, (C 5 -Ci 4 )-heteroaryl or (C5-C14)- 
heteroaryl-(Ci-C 8 )-alkyl- where aryl, heteroaryi, cycloalkyl and alkyl can be 
30 substituted one, two or three times by identical or different substituents from the 
series consisting of fluorine, chlorine, bromine, cyano, trifluoromethyl, (Ci-C 6 )-alkyt, 
(Ci-C 6 )-alkoxy, (Ci-C 6 )-alkyiamino-, di-((Ci-C 6 )-alkyl)amino-, (C 5 -Ci 4 )-aryl and (C 5 - 
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Ci 4 )-heteroaryI, and where the residues R 6 and R 6 are independent of one another 
and can be identical or different; 

R 7 is a direct bond; 

R 8 is hydroxy or (Ci-C 4 )-alkoxy; 

n is zero, one or two; 
m is zero or one; 
i is zero or one; 
q is zero or one; 
r is zero; 
s is zero; 
t is zero; 

in ail their stereoisomeric forms and mixtures thereof in all ratios, and their 
physiologically tolerable salts and their prodrugs 

6. A compound of the formula I as claimed in one or more of claims 1 to 5, which is a 
G is a residue of the formula II 

-(CR 1 R 2 )n-A-(CR 1 R 2 ) m -(CR 1 R 3 ) r (CR 1 R 2 ) q -R 4 II 
A is a direct bond; 
X is hydrogen; 
Y is hydrogen; 



Z is N; 



» 
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R 1 and R 2 are hydrogen; 



R 3 is R 6 S(0) 2 N(R 5 )R 7 or R 6 OC(0)N(R 5 )R 7 ; 



5 R 4 is -C(0)R 8 ; 



R 5 is hydrogen; 



R 6 is (d-C^-alkyl, (C 3 -Ci 4 )-cycloalkyl, (Cs-CuJ-cycloalkyKCrCshalkyl-, (C 5 -Ci 4 )- 
□10 aryl, (C 5 -Ci 4 )-aryl-(Ci-C8}-alkyh (C 5 -Ci 4 )-heteroaryl or (C 5 -Ci 4 )-heteroaryi-(CrC 8 )- 

alkyl- where aryl, heteroaryl, cycloaikyl and alkyl can be substituted one, two or three 
P times by identical or different substituents from the series consisting of fluorine, 
p chlorine, bromine, cyano, trifluoromethyl, (Ci-C 6 )-aiky[, (Ci-Cehalkoxy, (Ci-C 6 )- 

aikylamino-, di-((Ci-C 6 )-aikyi)amino-, (C 5 -Ci 4 )-aryl and (C 5 -Ci 4 )-heteroaryi; 

015- 

J f i 

jjj R 7 is a direct bond; 

flj R 8 is hydroxy or (C-i-C 4 )-alkoxy; 

20 n is one; 

m is zero; 

i is one; 

q is zero; 

r is zero; 
25 s is zero; 

t is zero; 



in ail their stereoisomeric forms and mixtures thereof in all ratios, and their 
physiologically tolerable salts and their prodrugs 

30 

7. A process for the preparation of a compound as claimed in one or more of claims 1 
to 6, comprising reacting a compound of the formula VI with a compound of the 
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formula Vila or with a compound of the formula VI lb 



1=4 

M 
'■ ■ I 



10 




VI 




Vila 




Vllb 



wherein L 1 is a leaving group and B, G, X, Y, r, s and t are defined as in claims 1 to 6 
but wherein functional groups can also be present in the form of precursor groups or 
in protected form. 

8. A pharmaceutical composition, comprising at least one compound of the formula I 
as claimed in one or more of claims 1 to 6 and/or its physiologically tolerable salts 
and/or its prodrugs and a pharmaceutical^ acceptable carrier. 



9. A compound of the formula I as claimed in one or more of claims 1 to 6 and/or its 
physiologically tolerable salts and/or its prodrugs for use as a vitronectin receptor 

1 5 antagonist. 

10. A compound of the formula I as claimed in one or more of claims 1 to 6 and/or its 
physiologically tolerable salts and/or its prodrugs for use as an inhibitor of bone 
resorption, for the therapy or prophylaxis of osteoporosis, as an inhibitor of tumor 

20 growth or tumor metastasis, as an antiinflammatory, or for the therapy or prophylaxis 
of cardiovascular disorders, restenoses, arteriosclerosis, nephropathies, 
retinopathies, psoriasis or rheumatoid arthritis. 
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; City 



Liederbach 



Country 



Germany 



Citizenship 



DE 



Post Office Address 



Post Office Address 



Bri Kohlruss 11 



city Liederbach 



3 p D-65835 



Country 



Genttany 



i Given 
| Name 




Middle 
Initial . 


R 


Family 
Name 




Suffix 

t.a. Jr. 





Unventor's 
rSlg nature 



s-l^ 

~j~Resldence. 
Bitty 


Oakland Qf 


} 


State 


CA 


Country 


U.S.A.^""*^ 


Citizenship 


U.S.A. 


jjl'Qst Office Address 




Jjjost Office Address 


2838 Chelsea Drive 




Oakland sta< 


e CA 2, f 


> 94611 


Country 


U.S.A. 


J= ;t Name of Additional Joint Inventor, if any: { j j A petition has been filed for this unsigned inventor 


Kptven Middle 




Family 
Name 


GOURVEST 


Suffix 
e.a. Ji 


.1 


§ M 

ygverrtor's 
JLstgnature 




Date 




ffe# ' 

lp£esldence: 

liejty 


r'l^ro firm 11 \r 


State 




Country 


France t^~^JC^ 


Citizenship 


FR 


1 Post Office Address 




1 Post Office Address 


12, rue de Biberonne 


1 City 


flaw Snnillv 


State 




Zip 


F-77410 


Country 


France 


| Name of 'Additional Joint Inventor, if any: j 


| [ A petition has been filed for this unsigned inventor 


(L£»n/en 
I Name 


.TRANT-MARTK 


Middle 
Initial 




Family 
Name ~B 


I1XER 


Sufnx 
e.g. Jr 




1 Inventor's 
1 Signature 




Date 




I Residence: 


Tspsv 1<=>r Ntoulineaux 


StateJ^ 




Country 


France 


Citizen shrp 

: 


PR 


1 Post Office Address 




I Post Office Address 


12. Esplanade de la Manufacture 


City 


Issv les Moulineau 






Zip 


F-92130 


country France 


' L.J Additional inventors are beinq named on supplemental sheets) attached hereto 
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(January 1997) 



^isasfgiypo a plus sign <♦) inside Ids box —> 
"Under Jhe Paperwork Reduction Act of 1995' no pS 



3 persons 



PTO/SB/01 (8-96) 
Approved f<^Mprhrough 9/30/96. OWB 0651-0032 
Patent and Tradema rk OflfcJWS. DEPARTMENT OF COMMERCE 
aro reared to respond to a collection of information unless i contains a vaid OM8 con^nurntS 



DECLARATION FOR 
UTILITY OR DESIGN 
PATENT APPLICATION 



rn Declaration OR j-j Declaration 
Submitted Submitted after 

with Initial Filing Initial Filing 



Attorney Docket Number 



First Named Inventor 



1 4* ■ 1 -377 



A. PEYMAN et al 



COMPLETE IF KNOWN 



Application Number 



PCT/EP00/05920 



Ring Date 



Group Art Unit 



Examiner Name 



June 26, 2000 



J 



As a below named Inventor, I hereby declare that: 

My residence, post office address, and citizenship are as stated below next to my name. 

I believe I am the original, first and sole inventor (if only one name is lisled below) or an original, first and joint inventor (if plural names are listed 
below) of the subject matter which is claimed and for which a patent s sough! on the invention entitled : 



P 



m L 

m 



NATHTHYRI DINE DERIVATIVES , PROCESSES FOR THEIR PREPARATION, 
THEIR USE AND PHARMACEUTICAL COMPOSTIONS COMPRISING THEM 



the specification of which 

is attached hereto 
OR 

f~^. was filed on (MM/DO/YYYY) 



(T(0eo( £ne Invention) 



June 26,2000 



as United Slates Applicalon Number or PCT International 



Application Number 



PCT/EP00/05920 



and was amended on (MMOO/YYYY) 



(if applicable). 



1 hereby state lhal I have reviewed and understand the contents of (he above identified specification, including the claims as amended by any 
amendment specifically referred to above. 

I acfcnowtedge (he duty to disclose information which k malerial to patenlabifty as defined in Tile 37 Code of Federal Regulations. §1.56. 



i | I hereby claim foreign priority benefits under File 35 United Slates Code §1 19 (a H d) or §365(b) of any foreign applications) for palenl or i 
I TZ j ° r - 3 " y PCT " 1<ema< • ^^a, appficalion which designated at least one country other than the Uniled Slates of Ameri, 



below and have also identified below, by checking the box. any foreign application for patent or inventorTcertficTie" w of any PCtT"^ ^'"^ 
appScation havmg a filing dale before lhat of the appfication on wheh priority is claimed. 



inventor's 
fca. listed 
international 



I Prior Foreign Application 
1 Number(j} 


Country 


Foreign Filing Date 
(MM/DO/YYYY) 


Priority 
Not Claimed 


Certified Copy Attached? 
YES NO 


99112636.8 


Europe 


July 2, 1993 


□ 


□ 


□ 








□ 


□ 


□ 








□ 


□ 


□ 








□ 


□ 


□ 








□ 


D 


□ 








□ 


□ 


□ 



ation numbers are lisled on a supplemental priority sheel attached hereto: 



Application Numberfs) 


Fifing Date (MM/DO/YYYY) 







I application^) listed below. 



j | Additional provisional application 
numbers are listed on a 
supplemental priority sheet 
attached hereto. 



OOMOTS^HSOHCCIW^ 



A' 



(January 1997) 



i>toaso typo a plus sign (») msdo me box —> |,+ I 



PTO/Se/01 (8-95) 
Approved for use iTSrough 9/30/98. OM8 0651-0032 
Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 



+ 





Attorney Docket Number 




UtULARATJON FOR 


First Named (nventor 


A. PEYMAN et al 


UTILITY OR DF^IC^M 


COMPLETE IF KNOWN ~7 


PATENT APPLICATION 


Application Number 


PCT/EP 00/059 20 




Filing Date 


June 26, 2000 


n Declaration OR j— i Declaration 
^ Submitted ^ Submitted after 
with Initia) Filing initial Filing 


Group Art Unit 




Examiner Name 


J 



As a below named Inventor, I hereby declare that: 

My residence, post office address, and citizenship are as slated below next to my name. 

I believe 1 am the originai. first and sole inventor (if only one name is Bsted below) or an original, first and joint inventor (if plural names are listed 
below) of the subject matter wheh is claimed and for which a patent is sought on the invention entitled : 



HATHTHYRIDINE DERIVATIVES, PROCESSES FOR THEIR PREPARATION, 
I THEIR USE AND PHARMACEUTICAL COMPOSTIONS COMPRISING THEM 



;the specification of which 



(T (tie of £fre Invention) 



is attached hereto 
OR 

was filed on (MM/DO/YYYY) 



June 26,2000 



as United- Slates Application Number or PCT International 



lija.ppfcation Number _ , , „ _ . . , „ „ 

ST. . tPCT/EPOO/05920 



and was amended on (MM/OO/YYYY) 



(if applicable). 



y:t,hereby state thai 1 have reviewed and understand (he contents of ttie above identified specification, including the claims, as amended by any 
^amendment specifically referred to above. 

gfjacfcnowfedga the duty to disclose information which is material lo patentability as defined in Tile 37 Code of Federal Regulations. § 1 .56. 



I hereby cfatm foreign priority benefits under Title 35 United States Code § 1 19 (a)-(d) or §365(b) of any foreign apptcaf ion(s) for patent or inventor's 
certificate, or §365 (a) of any PCT international application which designated at least one country other than the United States of America, listed 
below and have also identified below, by checking the box. any foreign appEcation for patent or inventor's certificate, or of any PCT international 
apptcation having a filing date before that of the appGcafion on which priority is claimed. 



Prior Foreign Application 
Numbats) 


Country 


Foreign Filing Date 
(MM/DO/YYYY) 


Priority 
Not Claimed 


Certified Copy Attached? 
YES NO 


99112636.8 


Europe 


July 2, 1993 


□ 


□ 


a 








□ 


O 


□ 








□ 


□ 


a 








□ 


□ 


a 












a 








□ 


□ 


D 



_J Additional foreign application numbers are listed on a supplemental priority sheet attached I 



I hereby claim the benefit under Title 35. United States Code § 1 19(e) of any UnSed Stales provisional appfcation(s) listed below. 



Application Number's) 



Fifing Date (MM/DO/YYYY) 



| j Additional provisional application 
numbers are listed on a 
supplemental priority sheet 
attached hereto. 
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Burden Hour Statement: This form is estimated to take 0.4 hours to complete Time will vary depending upon the needs of the individual case Am- comments on 

o^se^ 

>~<_>mklcTEO FORMS TO THIS ADDRESS SEND TO: Commissioner of Patents and Trademarks. Washington. OC 20231 



(January 1 997) 



Knnex US.UI,-page 2 



PCI 



ilicant's Guide 



Volume II - N:uk>na) Chaple^ ^J? 



Undcf tlx: r.n>.;r^3iV Kr-oucl*on AO ot 19yfi n<i 



146.1377 



!o , i!imu<;l> SfjCJS OMU OoSl-OO"- 
P.«i.:<ii jnd Tcidenwifc Glfo- UJ CCPAf<TV.(£r.;TOr COMMCRcc 
to t'rsixv^d *o 3 ccl'-'Clton of information unions < contains a -..iSd Qf^e conliol numi*. r 



DECLARATION 



f hereby claim the benefit under Title 3S United States Code § 120 of any Un4ed States apptcationfs). or §36S(c) of any PCT international appticalioo 
designating (ho United Slates of America Ssted below and. insofar as the subject matter of each of the claims of this appGcalran fa not <fcetosed in the 
prior Unfled Stales or PCT International appfcation in the manner provided by the first paragraph of Tile 35. United States Code §U2, i 
acknowledge the duty to disclose information which is material to patentabJity as defined « Trite 37. Code of Federal Regulations 51-56 when 
became available between the fiJ«g date of the poor appT.cat.on and the national or PCT international Ring date of this agpteafaon. 



U.S. Parent Application 
Number 



PCT Parent 
Number 



Parent Fjtirtg Oate 
(MM/DO/YYYY) 



Parent Patent Number 
flf applicable) 



Q Addiionat US. or PCT ittemational app) cation numbers are feted on a soppfacnental priority sheet attached hereto. 



As a named inventor. I hereby apporrf the foflowng registered pradKonerfs) to prosecute this appGcaton and to transact alt business in the Patent 
and Trademark Office connected therewith: 



Charles A. Muserlian 
Jordan B- Bierman 
Donald C. Lucas 
Bierman, Muserlian and 

Lucas 



Registration 
Number 



19 ,683 
18,629 
31,275 
18,818 



Registration 
Number 



□ Additional registered practiiioner(s) named on a supplemental sheet attached hereto. 



Direct al! correspondence to: 



Name 



Address 



Address 



.City, 



Country 



Bierman, Muserlian and Lucas 



600 Third Avenue 



New York 



IstafelNew York I zip ( 10016 



U.S.A. 



Telephone 



(212) 661-8000 



Fax 



(212) 661-8002 



hereby declare that all statements made herein of my own knowledge are true and that all statements made on information and belief arc befeved to 
be true- and further that these statements were made w8h the knowledge that wilful false statements and the like so made are punishable by fine or 
onposonment. or both, under Section 1O01 of Title 18 of the United States Code and that such wilful false statements may jeopardize the validity of 



me aoolbation or anvoatent issued thereon. . . 


Name of Sole or Rrst Inventor: | 






□ 


A petition has been fited for this unsigned inventor 


Given 
Name 


ANUSCHIRvAN 


Middle 
Initial 




Family 
Name 


PEYMAN 


Suffix 
<-g- Jr. 




Inventor's 
Signature 








Oate 





Reskfence: City 



Kelkheim 



Country 



Germany 



Citizenship 



DE 



Post Offke Address 



Post Office Address 



Zeilschiemer Strasse 46 



City 



Kelkheim 



Zip 



1^ 65779 



Country 



Germany 



Additional inventors are being named on supplemental sheet(s) attached hereto 
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